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0 ACTIVE OXYGEN INHIBITOR. 

® An active oxygen inhibitor which contains an azole derivative represented by general formula (1) or a salt 
thereof as the active ingredient, wherein represents phenyl which may be substituted by 1 to 3 lower alkoxy 
groups or by a lower alkyleneoxy group, etc.; represents hydrogen, phenyl, halogen, lower alkoxycarbonyl, 
lower alkyi, lower aminoalkyi which may be substituted by lower alkyi, dihydrocarbostyrilyl, etc.; R3 represents 
the group (a), wherein R*^ represents hydroxy, carboxy. lower alkenyl or lower alkyi, and m represents 0. 1 or 2; 
and X represents sulfur or oxygen. 
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Technical Field 

The present invention relates to a superoxide radical inhibitor containing an azole derivative as the 
effective ingredient. 

Bacl<ground Art 

It is thought that neutrophilic leukocytes show a gernnicidal activity to foreign invaders in living bodies 
by a wondering reaction, a feeding action, generation of superoxide radical (Oa") and release of lysosomal 
enzyme and play an important role in protection of living body. While neutrophilic leukocytes have the 
above reaction for living body protection, it has been nnade clear that the superoxide radical released by 
tissues or neutrophilic leukocytes during ischemia of tissues and subsequent blood re-perfusion or during 
acute inflammation at early stage destroys cells, causing functional disturbances of tissues [B.R. Lucchesi: 
Annual Review of Pharmacology and Toxicology, Vol. 26, p. 201 (1986); B.A. Freeman et al.: Laboratory 
Investigation. Vol. 47, p. 412 (1982); E. Braunwald. R.A. Kloner: Journal of Clinical Investigation, Vol. 76. p. 
1713 (1985); J.L. Romson et al.: Circulation, Vol. 67. p. 1016 (1983)]. 

Disclosure of the Invention 



Based on the thought that the major cause for the above-mentioned disturbances in cells. In particular 
the disturbances after ischemia and re-perfuslon in heart, brain, kidney, lung and digestive tract lies In the 
superoxide radical released by neutrophilic leukocytes, the present invention has an object of providing a 
new drug for inhibiting the release of the superoxide radical. 

The present inventors made study for the above object and. as a result, found that certain azole 
derivatives show a very strong Inhibitory activity for release of superoxide radical in living bodies. Further 
study based on the finding has led to the completion of the present Invention. 

Therefore, the present invention relates to a superoxide radical Inhibitor containing, as the effective 
ingredient, at least one of the azole derivatives represented by the following general formula (1). 

Azole derivatives represented by the general formula (1), 



(wherein R' and R^, which may be the same or different, each represent a phenyl group which may have 1 
to 5 substituents on the phenyl ring, selected from the group consisting of an alkoxy group, a tri-lower alkyi 
group-substituted silyloxy group, a lower alkyI group, a hydroxyl group, a lower alkenyloxy group, a lower 
alkylthio group, a phenyl group which may have a group selected from the group consisting of a thiazolyl 
group having, as a substituent on the thiazolyl ring, a phenyl group which may have a lower alkoxy group 
on the phenyl ring, a carboxyl group and a hydroxyl group, a lower alkylsulfinyl group, a lower alkylsulfonyl 
group, a halogen atom, a nitro group, a group of the formula, 



X 




(1) 



R 



3 
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{wherein A represents a lower alkylene group or a group of the formula 
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I represents 0 or 1 ; and , which may be the same or different, each represent a hydrogen atom, a 
lower alkyi group, a lower alkanoyl group, an amino-lower alkyl group which may have a lower alkyi group 
as a substituent. or a piperidlnyl-lower alkyl group, further and R^ as well as the adjacent nitrogen atom 
being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 

10 membered saturated or unsaturated heterocyclic group; said five- to six-membered heterocyclic group may 
have a lower alkanoyl group or a lower alkyl group as a substituent.], a lower alkanoyl group, a lower 
alkanoyloxy group, an alkoxycarbonyl group, a cyano group, a tetrahydropyranyloxy group which may have 
1-4 substituents selected from the group consisting of a hydroxyl group, a lower alkoxycarbonyl group, a 
phenyl-lower alkoxy group, a hydroxyl group- or lower alkanoyloxy group-substituted lower alkyl group and 

15 a lower alkanoyloxy group, an amidino group, a hydroxysulfonyloxy group, a lower alkoxycarbonyl- 
substituted tower alkoxy group, a carboxy-substituted lower alkoxy group, a mercapto group, a lower alkoxy- 
substituted lower alkoxy group, a lower alkyl group having hydroxyl groups, a lower alkenyi group, an 
aminothiocarbonyloxy group which may have a lower alkyl group as a substituent, an aminocarbonylthio 
group which may have a lower alky! group as a substituent, a lower alkanoyl-substituted lower alkyl group, a 

20 carboxy group, a group of the formula, 



25 



/OR" 
- P\ 



(R2^ and R22, which may be the same or different, each represent a hydrogen atom or a lower alkyl group.), 
30 a phenyl-lower alkoxycarbonyl group, a cycloalkyl group, a lower alkyny! group, a lower alkoxycarbonyl- 
substituted lower alkyl group, a carboxy-substituted lower alkyl group, a lower alkoxycarbonyl-substituted 
lower alkenyi group, a carboxy-substituted lower alkenyi group, a lower alkylsulfonyloxy group which may 
have a halogen atom, a lower alkoxy-substituted lower alkoxycarbonyl group, a lower alkenyi group having 
halogen atoms and a phenyl-lower alkoxy group; a phenyl group having a lower alkylenedioxy group; a 5- to 
35 15-membered monocyclic, bicyclic or tricyclic heterocyclic residual group having 1 to 2 hetero atoms 
selected from the group consisting of a nitrogen atom, an oxygen atom and a sulfur atom [said heterocyclic 
residual group may have 1 to 3 substituents selected from the group consisting of an oxo group, an alkyl 
group, a benzoyl group, a lower alkanoyl group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl 
group, a lower alkylthio group, a group of the formula, 

40 

/ 

N 




(A is the same as defined above. R^^ and R^*, which may be the same or different, each represent a 
50 hydrogen atom or a lower alkyl group; further, R^^ and R^* as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a lower 
alkyl group as a substituent.), a cyano group, a lower alkyl group having hydroxyl groups, a 
phenylamlnothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyl 
65 group as a substituent.]; a lower alkyl group; a lower alkoxycarbonyl-lower alkyl group; a lower alkoxycar- 
bonyl group; a carbamoyl-lower alkyl group; a 2,3-dihydroindenyl group which may have an oxo group 
or/and a hydroxyl group as substituent(s); a phenyl-lower alkyl group which may have a lower alkoxy group 
as a substituent on the phenyl ring or may have a hydroxyl group as a substituent on the lower alkyl group; 
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75 



20 



a benzoyl group which may have a lower alkoxy group as a substituent on the phenyl ring; a phenyl-lower 
alkenyl group which may have a lower alkoxy group as a substituent on the phenyl ring; a piperazinyl-lower 
alkyi group which may have a lower alkyi group on the piperazine ring; or an adamantyl group; may 
represent, besides the above, a hydrogen atom; represents a hydrogen atom, a phenyl group, a halogen 
atom, a lower alkoxycarbonyl group, a lower alkyi group, an amino-lower alkyi group (which may have a 
lower alkyi group as a substituent). or a dihydrocarbostyril group; and R^ may bond to each other to 
form a group of the formula. 




a group of the formula, 



O 
I 

NH 



O 

25 or a group of the formula, 



30 




X represents a sulfur atom or an oxygen atom.}, and salts thereof. 

The compounds of the present invention have an activity of inhibiting the release of superoxide radical 

35 from neutrophilic leukocytes or of removing the superoxide radical. Accordingly, they have an action of 
preventing or lowering the in vivo production of peroxidized lipids. Hence, the compounds are useful as an 
agent for preventing and treating various disturbances and diseases caused by excessive generation of 
superoxide radical, in vivo accumulation of peroxidized lipids, or defect of protective organizations therefor. 
More specifically, the drugs of the present invention are useful In a pharmaceutical field as a drug for 

40 protecting various tissue cells from disturbances associated with ischemia and blood re-perfusion. for 
example, a remedy for ulcers of the digestive tract (e.g. stress ulcer), a remedy for ischemic heart disease 
(e.g. myocardial infarction, arrhythmia), a remedy for cerebrovascular diseases (e.g. cerebral hemorrhage, 
cerebral infarction, temporal cerebral ischemic attack), and a hepatic and renal function improver for 
disturbances caused by transplant, microcirculation failure, etc.. or as an agent for inhibiting various cell 

45 function disturbances believed to be caused by the superoxide radical abnormally generated by factors 
other than ischemia, for example, a remedy for Bechcet disease, dermatovascular inflammation, ulcerative 
colitis, malignant rheumatoid, arthritis, arteriosclerosis, diabetes mellitus, etc. 

It is described In Japanese Patent Publication No. 15935/1971 that the compounds represented by the 
following general formula. 

60 



55 



5 
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(wherein is a group selected from the group consisting of a hydrogen atonn and a straight-chain or 
branched-chain lower alkyi group of 1 to 5 carbon atonr^s; is a group selected fronn the group consisting 
of a lower alkyI group having 1 to 5 carbon atoms, a phenylalkyi group which may be substituted with a 
lower alkyI or lower alkoxy group having 1 to 5 carbon atoms, or substituted with one or more halogen 
atoms, and a phenyl group; and A is a group selected from the group consisting of a hydrogen atom, a 
halogen atom, a hydroxy I group and a lower alky! or lower alkoxy group having 1 to 5 carbon atoms.) have 
properties which are advantageous for fibrinolysis, platelet stickiness, ulcers and immunological treatments 
and can be used for prevention and treatment of thrombosis, arteriosclerosis, gastric ulcer and hyper- 
secretion. 

Among the compounds of the present invention, the thiazole derivatives represented by the following 
general formula (A), 



S 




[wherein R^ represents a hydrogen atom or a hydroxyl group; R^^ and R^^ each represent a methoxy group 
or an ethoxy group; R^'^ represents a hydrogen atom or a lower alkyI group; R^ is substituted at the 4- or 6- 
position in the phenyl ring; R^^ and R^^ should not be a methoxy group simultaneously] and their salts 
contain some compounds which are similar to the compounds of the above prior art in chemical structure; 
however, the compounds of the present invention are not disclosed in said prior art. Further, the compounds 
of the present invention, as shown in the pharmacological tests given later in Table 16, exhibit very strong 
inhibitory activities for releasing superoxide radical, even though as compared with the most similar 
compounds. 

Among the compounds of the present invention, preferable are: 
thiazole derivatives represented by the general formula (B), 



R 



28 



r2^ N 



(B) 



>18 



(wherein R^^ represents a phenyl group which may have 1 to 3 lower alkoxy groups as substituent(s) on the 
phenyl ring; a phenyl group having a lower alkylenedioxy group; a pyridyl group which may have an oxo 
group; a thienyl group; a carbostyril group; a pyrazyl group; a pyrrolyl group; a quinolyl group which may 
have an oxo group; or a 3.4-dihydrocarbostyril group; R^^ represents a hydrogen atom; R^^ represents a 
group of the formula. 
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OH 



5 




[R'*^ represents an alkoxy group: a tri-lower alkyi group-substituted sllyloxy group; a lower alkyi group; a 
10 hydroxyl group; a lower alkenyioxy group; a lower alkylthio group; a phenyl group which may have a group 
selected from the group consisting of a thiazolyl group having, as a substituent on the thiazolyl ring, a 
phenyl group which may have a lower alkoxy group on the phenyl ring, a carboxyl group and a hydroxyl 
group; a lower alkylsulflnyl group; a lower alkylsutfonyl group; a halogen atom; a nitro group; a group of the 
formula, 



20 



- (A)^ 



N 



/ 

\ 



(wherein A represents a lower alkylene group or a group 

25 ~ 



II 

-C-; 

30 

i represents 0 or 1; and R^, are each the same or different, and are each a hydrogen atom, a lower 
alkyi group, a lower alkanoyi group, an amino-lower alkyi group which may have a lower alkyi group as a 
substituent, or a piperidinyl-lower alkyi group; further R^ and R^ well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 

35 membered saturated or unsaturated heterocyclic group; said five- to six-membered heterocyclic group may 
have a lower alkanoyi group or a lower alkyi group as a substituent); a lower alkanoyi group; a lower 
alkanoyloxy group; an alkoxycarbonyl group; a cyano group; a tetrahydropyranyloxy group which may have 
1-4 substituents selected from the group consisting of a hydroxyl group, a lower alkoxycarbonyl group, a 
phenyl-lower alkoxy group, a lower alkanoyloxy group-substituted lower alkyi group and a lower alkanoyloxy 

40 group; an amidino group; a hydroxysulfonyloxy group; a lower alkoxycarbony (-substituted lower alkoxy 
group; a carboxy-substituted lower alkoxy group; a mercapto group; a lower alkoxy-substituted lower alkoxy 
group; a lower alkyi group having hydroxyl groups; a lower alkenyl group; an aminothiocarbonyloxy group 
which may have a lower alkyi group as a substituent; an aminocarbonylthio group which may have a lower 
alkyi group as a substituent; a lower alkanoyl-substituted lower alkyi group; a carboxy group; a group of the 

45 formula. 



50 



OR 



21 



II 

o 



OR 



22 



(R21 and R^^^ which may be the same or different, each represent a hydrogen atom or a lower alkyi group.); 
55 a phenyl-lower alkoxycarbonyl group; a cycloalkyi group; a lower alkynyl group; a lower alkoxycarbonyl- 
substituled lower alkyi group; a carboxy-substituted lower alkyi group; a lower alkoxycarbonyl-substituted 
lower alkenyl group; a carboxy-substituted lower alkenyl group; a lower alkylsulfonyloxy group which may 
have a halogen atom; a lower alkoxy-substituted alkoxycarbonyl group; a lower alkenyl group having 
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halogen atoms; or a phenyhlower alkoxy group, m represents 0. 1 or 2.]; or, a phenyl group having 1-3 
substltuents, on the phenyl ring, selected from The group consisting of a lower alkanoyloxy group, a 
hydroxysulfonyloxy group, a cyano group, an amidino group, a nitro group, a lower alkylthio group, a lower 
alkylsulfonyl group, a tetrahydropyranyloxy group which may have 1 to 4 substltuents selected from the 

5 group consisting of a hydroxy! group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a 
hydroxyl group- or lower alkanoyloxy group-substituted lower alkyi group and a lower alkanoyloxy group, a 
phenyl group which may have a group selected from the group consisting of a thiazofyl group which may 
have, as a substituent on the thiazolyl ring, a phenyl group which may have a lower alkoxy group on the 
phenyl ring, a carboxyl group and a hydroxyl group, a lower alkyl group having hydroxyl groups, and a 

10 group of the formula, 



75 



OR 



21 



- P 

I 

O 



OR' 



22 



and R^^ are the same as defined above): a phenyl group having a lower alkylenedioxy group; a lower 
alkyl group; a lower alkoxycarbonyl-lower alkyl group; a lower alkoxycarbonyl group; a carbamoyl-lower 

20 alkyl group; a 2,3-dihydroindenyl group which may have an oxo group or/and a hydroxyl group as 
substituent(s); a phenyl-lower alkyl group which may have a lower alkoxy group as a substituent on the 
phenyl ring or may have a hydroxyl ring as a substituent on the lower alkyl group; a benzoyl group which 
may have a lower alkoxy group as a substituent on the phenyl ring; a phenyl-lower alkenyl group which 
may have a lower alkoxy group as a substituent on the phenyl ring; a piperazinyl-lower alkyl group which 

25 may have a lower alkyl group as a substituent on the piperazinyl ring; or an adamantyl group. When R'*^ 
represents a lower alkoxycarbonyl group-substituted lower alkyl group or a carboxy-substituted lower alkyl 
group, then, m represents 2}. and their salts; 

thiazole derivatives represented by the general formula (C), 



30 



35 



>2C 



>3C 



(C) 



N 



>10 



[wherein R^^ represents a phenyl group which may have 1 to 3 lower alkoxy groups as substltuent(s) on the 
phenyl ring; R^^ represents a hydrogen atom; R^^ represents a group of the formula, 

40 



45 




(wherein R"*^ represents a hydrogen atom, a lower alkyl group, a phenyl-lower alkyl group or a lower alkoxy- 
substituted lower alkyl group; R^^ represents an amino group, a lower alkoxy group-substituted lower alkyl 
group, a lower alkyl group, a nitro group, a lower alkenyl group, a lower alkanoyl group, a lower alkenyl 
group having halogen atoms, a phenyl-lower alkoxy group, a halogen atom or a hydroxyl group-substituted 
56 lower alkyl group; n represents 2)], and their salts; 

thiazole derivatives represented by the general formula (D), 



8 



EP 0 513 387 A1 




(D) 



[wherein represents a phenyl group which nnay have 1 to 3 lower alkoxy groups as substituent(s) on the 
10 phenyl ring; represents a hydrogen atom; R^'^ represents a group of the formula, 



15 




20 

(wherein R'*^ represents a hydrogen atom or a lower alkyi group; R^^ represents an amino group, a lower 
alkoxy carbonyl-lower alkoxy group, a nitro group, a lower alkenyloxy group, a lower alkoxy-substituted lower 
alkoxy group, a mercapto group, a lower alkanoyloxy group, an aminocarbonylthio group which may have a 
25 lower alky! group as a substituent, an aminothiocarbonyloxy group which may have a lower alky! group as a 
substituent, a carboxy-substituted lower alkoxy group or a lower alkylsulfoniumoxy group which may have a 
halogen atom)], and their salts; 

thiazole derivatives represented by the general formula, 



30 



R 



2E 



35 



(E) 



N 



{wherein R^ is the same as defined above; R^^ represents a hydrogen atom; R^^ represents a 5- to 15- 
membered monocyclic, bicyclic or tricyclic heterocyclic residual group having 1 to 2 hetero atoms selected 
40 from the group consisting of a nitrogen atom, an oxygen atom and a sulfur atom [said heterocyclic residual 
group may have 1 to 3 substituents selected from the group consisting of an oxo group, an alkyI group, a 
benzoyl group, a lower alkanoyi group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a 
lower alkylthio group, a group of the formula. 



45 



60 



>23 



N 



>24 



(A and t_ are the same as defined above; R^^ and R^*, are each the same or different, and are each 
represents a hydrogen atom or a lower alky! group; further R^^ and R^* as well as the adjacent nitrogen 
65 atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- 
to six-membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 
lower alkyI group as a substituent), a cyano group, lower alkyI group having hydroxy groups, a 
phenylamino- thiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyI 
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group as a substituent]}, and their salts; and 

thiazole derivatives represented by the general tornnula (F), 



>2F 



)3F' 



^ 1 



(F) 



[wherein is the same as defined above; R^*" represents a hydrogen atom, R^"" represents a group of the 
formula. 




(A)e-N, 



58F 



>9F 



(wherein A. I and m are the same as defined above; R^*" and R^*". which may be the same or different, 
each represent a lower alkanoyi group, an amino-lower alkyi group which may have a lower alkyi group as a 
substituent, or a piperidinyl-iower alkyi group; further R^^ and R^'' as well as the adjacent nitrogen atom 
being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated or unsaturated heterocyclic group; said five-to six-membered heterocyclic group may 
have a lower alkanoyi group or a lower alkyi group as a substituent); R'*^ is the same as the above- 
mentioned R"*^ other than a hydroxyl group)], or their salts. 



Best Mode for Carrying out the Invention 



Each group shown in the present specification is specifically as follows. 

The alkoxy group can be exemplified by straight-chain or branched-chain alkoxy groups having 1 to 18 
carbon atoms such as methoxy, ethoxy. propoxy, isopropoxy, butoxy, tert-butoxy, pentyloxy, hexyloxy, 
heptyloxy, octyloxy, nonyloxy, decyloxy, undecyloxy, dodecyloxy. tridecyloxy, tetradecyloxy, pen- 
tadecyloxy, hexadecyloxy, heptadecyloxy, octadecyloxy and the like. 

The lower alkyi group can be exemplified by straight-chain or branched-chain alkyi groups having 1 to 6 
carbon atoms such as methyl, ethyl, propyl, isopropyl, butyl, tert-butyl. pentyl, hexyl and the like. 

The lower alkylthio group can be exemplified by straight-chain or branched-chain alkylthio groups 
having 1 to 6 carbon atoms such as methylthio, ethylthio, propylthio, isopropylthio, butylthio, tert-butylthio, 
pentylthic.hexylthio and the like. 

The lower alkylsulfonyl group can be exemplified by straight-chain or branched-chain alkylsulfonyl 
groups having 1 to 6 carbon atoms such as methylsulfonyl, ethylsulfonyl. isopropylsulfonyl. butylsulfonyl, 
tert-butylsulfonyl, pentylsulfonyl, hexylsulfonyl and the like. 

As the halogen atom, there can be mentioned, for example, a fluorine atom, a chlorine atom, a bromine 
atom and an iodine atom. 

As the lower alkanoyi group, there can be mentioned straight-chain or branched-chain alkanoyi groups 
having 1 to 6 carbon atoms such as formyl, acetyl, propionyl, butyryl, isobutyryl. pentanoyl. tert - 
butylcarbonyl, hexanoyi and the like. 

The lower alkoxycarbonyl group can be exemplified by straight-chain or branched-chain alkoxycarbonyl 
groups having 1 to 6 carbon atoms such as methoxy carbony I, ethoxycarbonyl, propoxycarbonyl, isopropox- 
ycarbonyl, butoxycarbonyl. tert-butoxycarbonyl. pentyloxycarbonyl, hexyloxycarbonyl and the like. 

As to the lower alkyleTiedioxy group, there can be mentioned straight-chain or branched-chain al- 
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kylenedioxy groups having 1 to 3 carbon atoms such as methylenedloxy, ethylenedioxy, trimethylenedioxy, 
tetramethylenedioxy and the like. 

As to the alky I group, there can be mentioned, in addition to the lower aikyi groups metnioned above, 
straight-chain or branched-chain alkyi groups having 1 to 18 carbon atoms such as heptyi, octyl, nonyl, 
5 decyl, undecyl, dodecyh tridecyl, tetradecyl, pentadecyl, hexadecyl, octadecyl and the like. 

As to the lower alkoxycarbonyl-lower alkyI group, there can be mentioned straight-chain or branched- 
chain alkoxycarbonylalkyi groups having 1 to 6 carbon atoms whose alkyI moieties are each a straight-chain 
or branched-chain alkyl group having 1 to 6 carbon atoms, such as methoxycarbonylmethyl, 3-methoxycar- 
bonylpropyl, ethoxycarbonylmethyl, 4-ethoxycarbonylbutyl, 6-propoxycarbonylhexyl, 5-isopropoxycarbonyl- 
10 pentyl, 1,1-dimethyI-2-butoxycarbonylethyl, 2-methyl-3-tert-butoxycarbonylpropyl, 2-pentyloxycarbonylethyl, 
hexyloxycarbonylmethyl and the like. 

As to the carbamoyl-lower alkyl group, there can be mentioned carbamoylalkyi groups whose alkyl 
moieties are each a straight-chain or branched-chain alkyl group having 1 to 6 carbon atoms, such as 
carbamoylmethyl, 2-carbamoylethyl, 1-carbamoylethyl, 3-carbamoylpropyl, 4-carbamoylbutyl, 5-carbamoyl- 
75 pentyl. 6-carbamoylhexyl, 1,1-dimethyl-2-carbamoylethyl. 2-methyl-3-carbamoylpropyl and the like. 

The 2,3-dihydroindenyl group which may have an oxo group or/and a hydroxyl group as substituent(s), 
can be exemplified by 2,3-dihydroindenyl groups which may each have an oxo group or/and a hydroxyl 
group as substituent{s), such as 1-oxo-7-hydroxy-2,3-dihydroindenyl, 1-oxo-6-hydroxy-2,3-dihydroindenyl, 1- 
oxo-5-hydroxy-2,3-dihydroindeny I, 1 -oxo-4-hydroxy-2,3-dihydroindenyl, 1 -oxo-2,3-dihydroindenyl, 2-oxo-2.3- 
20 dihydroindenyl, 2-oxo-7-hydroxy-2,3-dihydroindenyl and the like. 

The phenyl group which may have, on the phenyl ring, 1 to 5 substituent(s) selected from the group 
consisting of an alkoxy group, a tri-lower alkyl group-substituted silyloxy group, a lower alkyl group, a 
hydroxyl group, a lower alkenyloxy group, a lower alkylthio group, a phenyl group, a lower alkylsulfonyl 
group, a lower alkylsulfinyl group, a halogen atom, a nitro group, a group of the formula. 

25 



30 



-(A)o— N 



(wherein A, I., and are the same as defined above), a lower alkanoyi group, a lower alkanoyloxy 
35 group, a lower alkoxycarbonyl group, a cyano group, a tetrahydropyranyloxy group which may have 1 to 4 
substituents selected from the group consisting of a hydroxyl group, a lower alkoxycarbonyl group, a 
phenyl-lower alkoxy group, a lower alkanoyloxy group-substituted lower alkyl group and a lower alkanoyloxy 
group, an amidino group, a hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower alkoxy 
group, a carboxy-substituted lower alkoxy group, a mercapto group, a lower alkoxy-substituted lower alkoxy 
40 group, a lower alkyl group having hydroxyl groups, a lower alkenyl group, an aminothiocarbonyloxy group 
which may have a lower alkyl group as a substituent. an aminocarbonylthio group which may have a lower 
alkyl group as a substituent, a lower alkanoyl-substituted lower alkyl group, a carboxy group, a group of the 
formula, 



45 

"'i|""or22 
o 

50 

(R^^ and R^^, are each the same or different, and are each represents a hydrogen atom or a lower alkyl 
group), a phenyl-lower alkoxycarbonyl group, a cycloalkyi group, a lower alkynyl group, a lower 
alkoxycarbonyl-substituted lower alkyl group, a carboxy-substituted lower alkyl group, a lower 
55 alkoxycarbonyl-substituted lower alkenyl group, a carboxy-substituted lower alkenyl group, a halogen- 
substituted or unsubstituted lower alkylsulfonyloxy group which may have a halogen atom, a lower alkoxy- 
substituted lower alkoxycarbonyl group, a lower alkenyl group having halogen atoms and a phenyl-lower 
alkoxy group, or the phenyl group having a lower alkylenedioxy group can be exemplified by. for example. 
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phenyl groups which may each have, on the phenyl ring, 1 to 5 substituents selected from the group 
consisting of a Ci-i8 straight-chain or branched-chain alkoxy group, a silyloxy group substituted with three 
straight-chain or branched-chain alkyi groups having 1 to 6 carbon atoms, a Ci-6 straight-chain or 
branched-chain alky! group, a hydroxyl group, a C2-6 straight-chain or branched-chain alkenyloxy group, a 
5 Ci -6 straight-chain or branched-chain alkylthio group, a phenyl group, a Ci -e straight-chain or branched- 
chain alkylsulfonyl group, a Ci-s straight-chain or branched-chain alkylsulfinyl group, a halogen atom, a 
nitro group, a group of the formula, 

10 

-(A)^ — N 

75 

[wherein A represents a Ci -g straight-chain or branched-chain alkylene group or a group of the formula, 

20 O 

II 

-C-; 

26 1 represents 0 or 1; and R^, are each the same or different, and are each represents a hydrogen atom, 
a C1-6 straight-chain or branched-chain alkyI group, a C1-6 straight-chain or branched-chain alkanoyi group 
or a C1-6 straight-chain or branched-chain alkyl group having an amino group which may have, as 
substituent(s), one to two Ci -e straight-chain or branched-chain alkyl groups, further and R^ as well as 
the adjacent nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen 

30 atom may form a five- to six-membered saturated or unsaturated heterocyclic ring. The heterocyclic ring 
may have a Ci-e straight-chain or branched-chain alkanoyi group or a Ci-s straight-chain or branched- 
chain alkyl group as a substituent]; a Ci-t> straight-chain or branched-chain alkanoyi group, a Ci-e straight- 
chain or branched-chain atkoxycarbonyi group, a cyano group, a tetrahydropyranyloxy group which may 
have, as substituent(s). 1 to 4 groups selected from the group consisting of a hydroxyl group, a Ci-s 

35 straight-chain or branched-chain alkoxycarbonyl group, a phenylalkoxy group whose alkoxy moiety is a 
C- -6 straight-chain or branched-cham phenylalkoxy group, a Ci -6 straight-chain or branched-chain alkyl 
group having one to three hydroxy groups or C2-S straight-chain or branched-chain alkanoyloxy groups, 
and a C2-6 straight-chain or branched-chain alkanoyloxy group, an amidino group, a hydroxysulfonyloxy 
group, a Ci -s straight-chain or branched-chain alkoxycarbonylalkoxy group whose alkoxy moiety is a Ci -& 

40 straight-chain or branched-chain alkoxy group, a carboxyalkoxy group whose alkoxy moiety is a C1-6 
straight-chain or branched-chain alkoxy group, a mercapto group, a alkoxyalkoxy group whose alkoxy 
moiety is a Ci -e straight-chain or branched-chain alkoxy group, a Ci -e straight-chain or branched-chain 
alkyl group having 1 to 3 hydroxyl groups, a C2-6 straight-chain or branched-alkenyl group, a thiocar- 
bonyloxy group having an amino group which may have one to two Ci-6 straight-chain or branched-chain 

AS alkyl groups as substituent(s). a carbonylthio group having an amino group which may have one to two 
Ci-6 straight-chain or branched-chain alkyl groups as substituent(s), a Ci-e straight-chain or branched- 
chain alkyl group having one to three Ci-e straight-chain or branched-chain alkanoyi group, a carboxy 
group, a group of the formula, 

- . - - - ^-or2i - - - 

II ^Or22 

o 

(R2^ and R^^, are each the same or different, and are each represents a hydrogen atom or a Ci -g straight- 
chain or branched-chain alkyl group), a phenylalkoxy group whose alkoxy moiety is a Ci -6 straight-chain or 
branched-chain alkoxy group, a C2-6 straight-chain or branched-chain alkynyl group, an aikoxycarbonylalkyi 



55 
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group having a Ci-e straight-chain or branched-chain alkoxy moiety and a Ci-g straight-chain or branched- 
chain aikyi moiety, a carboxyalkyi group whose alkyi moiety is a Ci -6 straight-chain or branched-chain alkyi 
group, an alkoxycarbonylalkenyl group having a Ci -e straight-chain or branched-chain alkoxy moiety and a 
C2-6 straight-chain or branched-chain alkenyl moiety, a carboxyalkenyl group whose alkenyl moiety is a 
C2-6 straight-chain or branched-chain alkenyl group, a Ci-e straight-chain or branched-chain alkylsul- 
fonyloxy group which may have 1 to 3 halogen atoms, an alkoxyalkoxycarbonyl group whose alkoxy moiety 
is a C1-6 straight-chain or branched-chain alkoxy group, a C2-B straight-chain or branched-chain alkenyl 
group having 1 to 3 halogen atoms, and a phenylalkoxy group having a C1-6 straight-chain or branched- 
chain alkoxy moiety, or phenyl groups each having a Ci -4 straight-chain or branched-chain alkylenedioxy 
group, such as phenyl, 2-methoxyphenyl. 3-methoxyphenyl, 4-methoxy phenyl, 2-ethoxyphenyl, 3-ethox- 
yphenyl, 4-ethoxyphenyl, 4-isopropoxy phenyl, 3-butoxyphenyl, 4-pentyloxyphenyl, 4-hexyloxy phenyl, 3,4- 
dimethoxyphenyl, 3-ethoxy-4-methoxyphenyl, 2,3-dimethoxyphenyl, 3,4-diethoxyphenyl, 3,5-dimethox- 
yphenyl, 2.5-dimethoxyphenyl, 2,6-dimethoxyphenyl, 3,4,5-trimethoxyphenyl, 3,4-dipentyloxypheny!, 2- 
methylphenyl, 3-methylphenyl, 4-methylphenyl, 2-ethylphenyl, 3-ethylphenyl, 4-ethylphenyl, 3-butylphenyl, 
4-isopropylphenyl, 4-pentylphenyl, 4-hexylphenyl, 3.4-dimethylphenyl, 3,4-diethylphenyl, 2,5-dimethyl- 
phenyl, 2,6-dimethylphenyl, 3,4,5-trimethylphenyl. 2-hydroxy phenyl, 3-hydroxy phenyl, 4-hydroxyphenyl, 3.4- 
dihydroxyphenyl, 3,5-dihydroxyphenyl, 2,5-dihydroxyphenyl, 2,4-dihydroxyphenyl. 2,6-dihydroxyphenyl, 
3,4,5-trihydroxyphenyl. 2-methylthiophenyl, 3-methylthiophenyl, 4-methylthiophenyl, 2-ethylthiophenyl, 3- 
ethylthiophenyl. 4-ethylthiophenyl, 4-isopropylthiophenyl, 4-pentylthiophenyl, 4-hexylthiophenyl. 3.4- 
dimethylthiophenyl. 3.4-diethylthiophenyl, 2,5-dimethylthiophenyl, 2.6-dlmethytthiophenyl, 3,4,5-trimethyl- 
thiophenyl, 2-phenylphenyl. 3-phenylphenyl, 4-phenylphenyl, 2-methylsulfonylphenyl, 3-methylsulfonyl- 
phenyl, 4-methylsulfonylphenyl, 2-ethylsulfonylphenyl, 4-isopropylsulfonylphenyl, 4-pentylsulfonylphenyl, 4- 
hexyisulfonylphenyL 3.4-dimethylsulfonylphenyl, 3,4-diethylsulfonylphenyl, 2.5-dimethylsulfonylphenyl, 2,6- 
dimethyisulfonylphenyl. 3.4,5-trimethylsulfonylphenyl, 2-chlorophenyl, 3-chlorophenyl. 4-chlorophenyl, 2- 
fluorophenyl, 3-fluorophenyl. 4-fluorophenyl, 2-bromophenyl, 3-bromophenyl, 4-bromophenyl, 2-iodophenyl. 

3- iodophenyl. 4-iodophenyi. 3.4-dichlorophenyl. 3.5-dichlorophenyl, 2.6-dichlorophenyl, 2,3-dichiorophenyl, 
2,4-dichlorophenyl. 3,4-difluorophenyl. 3,5-dibromopheny(, 3,4,5-trjchlorophenyl, 2,3,4,5,6-pentafluorophenyl, 
2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,4-dinitrophenyl, 2,5-dinitrophenyl, 2,6-dinitrophenyl, 3,4,5- 
trinitrophenyl. 2-aminophenyl, 3-aminophenyl, 4-aminophenyl, 2-methylaminophenyl, 3-ethylaminophenyI. 4- 
propylaminophenyl. 2-isopropylaminophenyl, 3-butylaminophenyl, 4-pentylaminophenyl, 2-hex- 
ylaminophenyl, 4-dimethylaminophenyl, 3-(N-methyl-N-ethylamino)phenyl, 3-dihexylaminophenyl, 2-(N- 
methyl-N-acetylamino)phenyl. 4-(N-acetylamino)phenyl, 3-(N-acetylamino)phenyl. 4-(N-formylamino)phenyl, 

4- (N-isobutyrylamino)phenyl. 2-(N-pentanoylamino)phenyl, 3,4-di(N-acetylamino)phenyl, 3,4-diaminophenyl, 
3,4,5-triaminophenyl, 2.6-diaminophenyl, 2,5-diaminophenyl, 2-carbamoylphenyl, 3-carbamoylphenyl, 4-car- 
bamoylphenyl. 2-acetylphenyl. 3-acetylphenyl, 4-acetylphenyl, 2-formylphenyl, 3-propionylphenyl. 4- 
isobutyrylphenyl, 2-pentanoylphenyl. 3-hexanoylphenyl, 3,4-diacetylphenyl, 2,5-diacetylphenyl. 3,4,5- 
trlacetylphenyl, 2-methoxycarbonylphenyI, 2-ethoxycarbonylphenyl, 3-ethoxycarbonylphenyl, 4-ethoxycar- 
bonyfphenyl. 3-propoxycarbonylphenyl. 4-butoxycarbonylphenyl, 4-pentyloxycarbonylphenyl, 4-hexyloxycar- 
bonylphenyl. 3.4-diethoxycarbonylphenyl. 2,5-diethoxycarbonylphenyl, 2,6-diethoxycarbonylphenyl, 3,4,5- 
triethoxycarbonylphenyl. 2-carboxyphenyl, 3-carboxyphenyl, 4-carboxyphenyl, 3,4-dicarboxyphenyl, 2,5- 
dicarboxyphenyl, 2,6-dicarboxyphenyl, 3.4,5-tricarboxyphenyl, 3,4-methylenedioxy phenyl, 3,4-ethylenediox- 
yphenyl, 2,3-trimethylenedioxyphenyl, 3,4-tetramethylenedioxy phenyl, 3,5-di-tert-butyl-4-hydroxyphenyl, 3- 
hydroxy-4-pentyloxyphenyl, 2-hydroxy-5-tert-butylphenyl, 3,5-dichloro-4-aminophenyl, 3-(N-acetylamino)-4- 
hydroxy phenyl, 3-amino-4-hydroxyphenyl^3-(N-methyl-N-acetylamino)-4-methoxyphenyl, 3-nitro-4-(N-ac- 
etylamino)phenyl, 3-nitro-4-chlorophenyI, 3-chloro-4-methylphenyl, 3-methoxy-4-hydroxy phenyl, 3-hydroxy- 
4-methoxyphenyl, 3-methoxy-4-hydroxy-5-iodophenyl, 3,4-dimethoxy-5-bromophenyl, 3,5-diiodo-4-hydrox- 
yphenyl, 4-(dimethyl-tert-butylsilyloxy)phenyl, 3-(tri-tert-butylsilyloxy)phenyl, 2-(trimethylsilyloxy)phenyl, 3- 
amino-4-(dimethyl-tert-butylsilyloxy)phenyl, 4-allyloxyphenyl, 2-vinyloxyphenyl, 3-(2-butenyloxy)phenyl, 2-(3- 
butenyloxy)phenyl.^(l -methylallyloxy)phenyl, 4-(2-pentenyloxy)pheny I, 2-(2-hexenyloxy)phenyl, 3-methyl- 
4-allyloxy phenyl, 3-methoxy-4-octadecyloxyphenyl, 4-dimethylamidophenyl, 2-methylamidophenyl, 3- 
ethylamidophenyl. ' 4-propylamidophenyr, ~ 2-iso'p'rbpyraThiddptTenyr, 3-b'utylamidoph"enyl, 4-pen-' 
tylamidophenyl, 2-hexylamidophenyl, 3-diethylamidophenyl, 4-(N-methyl-N-propylamido)phenyl, 2-methyl- 
sulfinylphenyl, 3-methylsulfinyIphenyl, 4-methylsulfinylphenyl, 2-ethylsulfinylphenyl, 3-ethylsulfinylphenyl, 4- 
ethylsulfinylphenyl, 4-isopropylsulflnylphenyl, 4-pentylsulfinylphenyI, 4-hexylsulfinylphenyl, 3,4-dimethylsul- 
finylphenyl, 3,4-diethylsulfinylphenyl, 2,5-dimethylsulfinylphenyl, 2,6-dimethylsulfinylphenyl, 3,4,5-trimethyl- 
sulfinylphenyl, 3-methoxy-4-methylsulfinylphenyl, 2-acetyloxyphenyl, 3-acetyloxyphenyl, 4-acetyloxyphenyl, 
2-formyloxyphenyl, 3-propionyloxy phenyl, 4-isobutyryioxyphenyl, 2-pentanoyloxy phenyl, 3-hexanoyIox- 
yphenyl, 3,4-diacetyloxyphenyl. 2.5-diacetyloxyphenyl. 3,4,5-triacetyloxy phenyl, 3,5-bis(acetylamino)phenyl, 
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2- amidinophenyl. 4-amidinophenyl. 3-amidinophenyl, 4-{4-methyl-l-plpera2inyl)-3-nitriophenyl, 4-hydroxysul- 
fonyloxyphenyl. 3-hydroxysulfonyloxyphenyl, 2-hydroxysulfonyloxyphenyl, 4-hydroxy-3-acetylaminophenyl, 
4-(2,3,4,6-tetra-o-acetyl-)S-D-glucopyranosyloxy)pheny!, 4-(j8-D-glucopyranosyloxy)phenyl, 4-(2,3,4,6-tetra-o- 
benzyl-i8-D-glucopyranosyloxy)phenyl, 3,5-bls(dimethylannino)phenyl, 4-chloro-3-nitrophenyl, 4-(4-methyl-1 - 

5 plperazinyl)-3-nitrophenyl, 4-cyanophenyl, 3-acetylamino-4-(methyl-1-pipera2inyl)phenyl, 3-nitro-4-mor- 
pholinophenyl, 4-(1-piperazinyl)-3-nltrophenyl, 4-(1-piperazinyl)-3-nitrophenyl, 4-hydroxy-3-carboxy phenyl, 4- 
morpholino-3-aminopheny!, 4-hydroxy-3-aminophenyl, 4-hydroxy-3-(2-dimethylaminoethylannino)phenyl, 4- 
methoxy-3-(4-acetyl-1 -piperaziny l)phenyl, 4-methoxy-3-(1 -piperazinyl)phenyl, 4-methoxy-3-(4-methyl-1 - 
piperazinyl)phenyl, 4-methoxy-3-{4-ethyl-1-pipera2inyOphenyl, 4-hydroxy-3-aminophenyl, 4-hydroxy-3-[(4- 

10 methyl-1-piperazinyl)methyl]phenyl, 4-methoxy-3'[(1-pyrrolidinyI)methyl]phenyl, 3,5-diacetyloxyphenyl» 3- 
methoxy-5-methoxycarbonylphenyl, 3-methoxy-5-carboxy phenyl. 3-nr>ethoxy-5-[(4-methyl-1-piperazlnyl)- 
carbonyl]phenyl, 3-nnethoxy-5-[(1-pyrrolid{nyl)-carbonyl]phenyl, 3-methoxy-5-[(4-methy 1-1 -piperaziny I)- 
methyl]phenyl. 3-amino-4-carboxy phenyl, 3-carbanr^oyl-4-hydroxyphenyl, 4-hydroxy-3-dimethylamidophenyl, 

3- nriethoxycarbonyl-4-methoxycarbonylmethoxyphenyl, 4-allyloxy-3-methoxycarbonylphenyl. 3-carboxy-4- 
76 carboxymethoxy phenyl, 4-hydroxy-4-allyI-3-methoxycarbonylphenyI, 3-carboxy-4-anyloxy phenyl, 4-hydroxy- 

3-carboxy-5-allylphenyl, 4-mercapto-3-carboxy phenyl, 5-nitro-4-hydroxy-3-methoxycarbonylphenyl, 5-nltro- 

3- nnethoxycarbonylphenyl, 3-methoxycarbonyl-4-nriethoxymethoxyphenyl, 3-methoxycarbonyl-5- 
amlnophenyl, 3-carboxy-5-aminophenyl, 5-methoxycarbonyl-3-bromo-2-aminophenyl, 2-cyanopheny!, 4- 
cyanophenyl, 3-cyanophenyl, 3-methoxycarbonyl-4-hydroxyphenyl, 3-carboxy-4-hydroxy-5-(1 .1-dimethyl-2- 

20 propenyOphenyl, 2-hydroxy-3-carboxyphenyl, 3-carboxy-4-hydroxy-5-(2-isopropenyl)phenyl, 3-carboxy-4- 
hydroxy-5-methylphenyl, 3-methoxycarbonyl-4-methoxyphenyl, 3-methoxycarbonyl-4-hydroxy-5- 

aminophenyl. 3-carboxy-4-hydroxy-5-propylphenyl, 3-carboxy-4-hydroxy-5-aminophenyl, 3-carboxy-4- 
hydroxy-5-ch!orophenyl. 3-carboxy-6-hydroxyphenyl, 4-ethoxy phenyl, 3,4-dibutoxyphenyl. 3,4-dipropox- 
yphenyl, 3-methoxy-4-ethoxy phenyl. 3-propoxy-4-methoxyphenyl, 3-ethoxy-4-methoxy phenyl. 3.4-didecylox- 

25 yphenyl, 2.4-diethoxyphenyl, 3-ethoxy-4-propoxy phenyl. 3-carboxy-4-hydroxy-5-isobutylphenyl. 3-carboxy- 

4- acetylaminophenyl, 3-carboxy-4-hydroxy-5-(2-hydroxyethyl)phenyl, 3-carboxy-4-amino-6-hydroxyphenyl, 

3- carboxy-4-hydroxy-5-(2.3-dihydroxypropyl)phenyl. 3-carboxy-4-aminophenyl. 3-carboxy-4-acetylox- 
yphenyl, 3-ethyl-4-hydroxy phenyl, 3-carboxy-5-hydroxy phenyl, 4-carboxy-3,5-dihydroxyphenyl. 3-carboxy- 
4,6-dihydroxyphenyl, 5-methoxycarbonyl-3-annlno-2-hydroxyphenyl, 2-allyloxy-5-methoxycarbonylphenyl, 3- 

30 carboxy-6-methoxy phenyl. 3-methoxycarbonyl-6-hydroxy phenyl, 3-carbonyl-6-allyloxyphenyl, 3-carboxy-5- 
nitro-6-hydroxyphenyl, 3-carboxy-5-allyl-6-hydroxy phenyl, 3-carboxy-6-hydroxyphenyl, 3-carboxy-5-amino-6- 
hydroxyphenyl, 3-methoxycarbonyl-4-dimethylaminothiocarbonyloxyphenyl, 3-methoxycarbonyl-4- 
dimethylanninocarbonylthiophenyl, 3-methoxycarbonyl-4-hydroxy-5-(2,3-dihydroxypropyl)phenyl. 3- 
methoxycarbonyl-4-hydroxy-5-formylmethylphenyl. 3-methoxycarbonyl-4-hydroxy-5-(2-hydroxyethyl)phenyl. 

35 3-ethoxycarbonyl-4-acetylaminophenyl, 3-methoxycarbonyl-5-hydroxyphenyl. 3-methoxycarbonyl-4- 
acetylamino-6-hydroxyphenyl, 3-methoxycarbonyl-6-methoxyphenyl. 4-propoxy-3-ethoxy phenyl, 3- 
methoxycarbonyl-5-allyl-6-hydroxyphenyl, 3-methoxycarbonyl-4-(2-butenyloxy)phenyl, 3-methoxycarbonyl-4- 
hydroxy-5-(1-methyl-2-propenyl)phenyl, 3-methoxycarbonyl-4-(2-isopentenyloxy)phenyl. 3-methoxycarbonyl- 

4- hydroxy-5-(1,1-dimethyl-2-propenyl)phenyl, 3-methoxycarbonyl-4-(2-methyl-2-propenyloxy)phenyl, 3- 
40 methoxycarbonyl-4-hydroxy-5-(2-methyl-2-propenyl)phenyl. 5-chloro-4-hydroxy-3-methoxycarbonylphenyl, 

3-methoxycarbonyl-4-hydroxy-5-methylphenyl, 3,5-dinitro-4-hydroxyphenyl, 4-hydroxy-3-nonyloxycarbonyl- 
phenyl, 4-hydroxy-3-benzyloxycarbonylphenyl, 4-hydroxy-3-(2-methyl-2-propenyl)-5-benzyloxycarbonyl, 4- 
hydroxy-3-(2-methyl-2-propenyl)-5-nonyloxycarbonylphenyl. 



46 
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4-[2-{1-piperidinyl)ethylamino]-3-carboxyphenyl, 4-nnethoxy-3-carboxyphenyl, 2-methyl-4-hydroxy-5-carbox- 
yphenyl, 3-ethyl-4-hydroxy-3-carboxyphenyl, 3-(4-ethyl-1 -piperazinyl)-4-hydroxyphenyl, 4-(2-hydroxy-3-car- 
• 65 boxyphenyl)phenyl, 4-[2-(3,4-diethoxyphenyl)-4-thiazolyl]-3-hydroxy-2-carboxyphenyl, 4-hydroxy-3-hydrox- 
ymethylphenyl, 4-ethoxy-3-carboxy phenyl, 4-n-butoxy-3-n-butoxycarbonylphenyl, 4-n-butoxy-3-carbox- 
yphenyl, 3-acetylmethyl-4-hydroxy-3-carboxyphenyl, 3-n-butyl-4-hydroxy-3-carboxyphenyl, 3-allyl-4- 
hydroxy-3-carboxyphenyl, 3-hydroxymethyl-4-hydroxy-3-carboxyphenyl. 3-formyl-4-hydroxy-5-carbox- 
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yphenyl, 5-(2-carboxyethyl)-4-hydroxy-3-carboxy phenyl, 5-(2-methoxycarboxyethyl)*4-hydroxy-3-carbox- 
yphenyl, 5-methylaminomethyl-4-hydroxy-3-carboxyphenyl, 5-(2-carboxyvinyl)-4-hydroxy-3-carboxyphenyl, 
5-(2-methoxycarboxyvinyl)-4-hydroxy-3-carboxyphenyl. 5-acetyl-4-hydroxy-3-carboxyphenyl, 5-phenyl-4- 
hydroxy-3-carboxyphenyl, 5-bromo-4-hydroxy-3-carboxyphenyl, 5-cyano-4-hydroxy-3-carboxyphenyl, 4,5- 

5 hydroxy-3-carboxyphenyI, 5-methoxy-4-hydroxy-3-carboxy phenyl, 5-ethylamlno-4-hydroxy-3-carboxyphenyl, 
5-acety lami no-4-hydroxy-3-carboxyph©nyl, 3,5-dicarboxy-4-hydroxyphenyl, 4-methoxy-3-carboxy phenyl, 4- 
ethoxy-3-carboxyphenyl, 4-n-butyoxy-3-carboxy phenyl, 4-dlmethylannino-3-hydroxyphenyl, 4-dimethylamlno- 
3-hydroxymethylphenyl. 4-dimethylamino-3-methoxycarboxyphenyl, 4-trifluoromethylsulfonyloxy-3-naethox- 
ycarbonylphenyl, 3-methoxymethoxycarbonyl-4-methoxymethoxy-5-(1 -propenyl)phenyl, 3- 

10 methoxynnethoxycarbonyl-4-methoxynDethoxy-5-formylphenyl. 3-methoxymethoxycarbonyl-4- 
methoxynnethoxy-5-acetylmethylphenyl, 5-(2-methyl-2-propenyl)-4-methoxymethoxy-3-methoxymethoxycar- 
bonylphenyl and the like. 

The 5- to 15-membered monocylic, bicyclic or tricyclic heterocyclic residual group having 1 to 2 hetero 
atoms selected fronn the group consisting of a nitrogen atom, an oxygen atom and a sulfur atom can be 

75 exemplified by pyrrolidinyl, piperidinyl, pierazinyl, morpholino, pyridyl, 1 .2,5,6-tetrahydropyridylthlenyl, 
quinolyl, 1 .4-dihydroquinolyl, benzothlazolyl, pyrazyl, pyrimidyl, pyridazylthienyl, pyrrolyl, carbostyril, 3,4- 
dihydrocarbostyril, 1 ,2,3,4-tetrahydroquinolyl, indolyl, isoindolyl, indolinyl, benzoimidazolyl, benzoxazolyl, 
imidazolidinyl, isoquinolyl, qurnazolidinyl, quinoxallnyl, cinnolinyl. phthalazlnyl, carbazolyl, acrydinyl, 
chromanyl, isolndolinyl, isochromanyl. pyrazolyl. Imldazolyl. pyrazolidinyl, phenothlazinyl, benzofuryl, 2,3- 

20 dihydrobenzo[b]furyl, benzothienyl, phenoxthinyl, phenoxazinyl, 4H-chromenyI, IH-indazolyl, phenazinyl, 
xanthenyl, thianthrenyl, isoindolinyl, 2-imidazolinyl, 2-pyrrolinyl, furyl, oxazolyl, isooxazolyl, thiazolyl, 
isothiazolyl, pyranyl, pyrazolidinyl, 2-pyrazolinyl, quinuclidinyl, 1 ,4-benzoxazinyl, 3,4-dihydro-2H-1 ,4-benzox- 
azinyl, 3,4-dihydro-2H-1 .4-benzothiazinyl, 1 .4-benzothiazinyl, 1,2.3,4-tetrahydroquinoxalinyl, 1,3-dithia-2.4- 
dihydronaphthalenyl. phenanthrldinyl, 1 ,4-dithianaphtha!enyl, dlbenzo[b,e]azepine and 6,1 1-dihydro-5H- 

25 dibenzo[b,e]azepine. 

The heterocyclic ring having 1 to 3 groups selected from the group consisting of an oxo group, an alkyi 
group, a benzoyl group, a lower alkanoyi group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl 
group, a lower alkylthio group, a group 

30 



35 




(A and I_ are the same as defined above; R^^ and R^*, are each the same or different, and are each 
represents a hydrogen atom or a lower alkyl group; further R^s and R^'^ as well as the adjacent nitrogen 

40 atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- 
to six-membered saturated heterocyclic group; said five- to six-mem bered heterocyclic group may have a 
lower alkyl group as a substituent.), a cyano group, a lower alkyl group having hydroxyl groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have lower alkyl 
groups as substituents, can be exemplified by heterocyclic rings each having 1 to 3 groups selected from 

45 the group consisting of an oxo group, a Ci-is straight-chain or branched-chain alkyl group, a benzoyl 
group, a Ci-6 straight-chain or branched-chain alkanoyi group, a hydroxyl group, a carboxy group, a Ci-6 
straight-chain or branched-chain alkoxycarbonyl group, a Ci-6 straight-chain or branched-chain alkylthio 
group, a group of the formula. 

50 
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hydrogen atom or a Ci-6 straight-chain or branched-chain alky! group, further R^s and R^* as well as the 
adjacent nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom 
may form a five- to six-membered saturated heterocyclic ring, said heterocyclic ring may have a Ci-g 
straight-chain or branched-chain alkyl group as a substituent.), a cyano group, a Ci-g straight-chain or 
branched-chain alkyl group having 1 to 3 hydroxyl groups, a phenylaminothiocarbonyl group and a Ci -6 
straight-chain or branched-chain alkoxycarbonyl group having an amino group which may have one to two 
Ci -6 straight-chain or branched-chain alkyl groups as substituent(s), such as dibenzo[b,e]a2epin-3-yl-6-one, 
4-oxo-1,4-dihydroquinolyl, 1-oxopyridyl, 2-oxo-pyridyl, 1-methyl-3,4-dihydrocarbostyril. 1-ethylcarbostyril, 1- 
butyl-3,4-dihydrocarbostyrrl, 1-hexylcarbostyril, 1-octadecyl-3,4-dihydrocarbostyriI, 3-oxo-4-methy 1-3,4- 
dihydro-2H-1 ,4-ben20thia2inyt, 3-oxo-3,4-dlhydro-2H-1 ,4-benzothia2inyl, 1-benzoyl-1 ,2,3,4- 

tetrahydroquinolyl, 1-octadecyl-1 ,2,3,4-tetrahydroquinolyl, 1-benzoylcarbostyril, 4-ben2oyl-3,4-dihydro-2H- 
1 ,4-benzothia2oly I, 4-methyI-1 ,2,3,4-tetrahydroquinoxalinyl, 4-ben2oyl-1 ,2,3,4-tetrahydroquinoxalinyl, 1 - 
acetyl-1 ,2,3,4-tetrahydroquinolyl, 1-acetyl-3,4-dihydrocarbostyril, 4-acetyl-3,4-dihydro-2H-1 ,4-benzothia20lyl, 
4-benzoyl-3,4-dihydro-2H-1 .4-ben2oxazinyl. 4-acetyl-3,4-dihydro-2H-1 ,4-benzoxa2inyl, 4-acetyl-1 ,2,3,4- 
tetrahydroquinoxalinyl, 1-methyl-1 ,2,3,4-tetrahydroquinolyl, 7-hydroxy-3,4-dihydrocarbostyriI, 8-hydroxy-3,4- 
dihydrocarbostyril, 2-methyithioben2othia20lyl. 3-oxo-3,4-dihydro-2H-1 ,4-benzoxazinyl. 1-acetylindolinyl, 2- 
oxobenzoimldazolyl, 4-methyl-3.4-dihydro-2H-1 ,4-benzoxa2inyl, 1 0-acetylphenothia2inyl, 2-oxoben- 
zothiazolyl, 2-oxoben20xa2olyl, 2-oxo-3-methylben20thia2olyl, 1 ,3-dimethyl-2-oxoben2oimida2olyl. 6- 
hydroxy-3,4-dimethylquinolyl. 4-oxopyridyl, 1 -propyl-1 ,2,3.4-tetrahydroquinolyl, 4-pentyl-1 .2,3,4- 
tetrahydroquinoxalinyl. l-propanoyl-1 .2.3.4-tetrahydroquinoIyl, 1-butyIcarbostyril, 4-pentanoyl-3,4-d{hydro- 
2H-1 ,4-ben2othiazolyl. 4-hexanoyl-3,4-dihydro-2H-1 ,4-ben20xa2inyl, 2-ethylthioben20xa2olyl. 2-propyl- 
thiobenzoimidazolyl. 2-butylthiobenzothiazolyl, 6-pentylcarbostyrll, 7-hexylthio-3,4-dihydrocarbostyril, 2-car- 
boxypyridyl, 2-carboxypyrrolyl. 2-ethoxycarbonylpyridyl, 2-methoxycarbonylpyrrolyl. 1-methylpyridinum. 1- 
methyl-1 ,2,5,6-tetrahydropyridyl. 2-methoxycarbonylfuryl, 2-carboxyfuryl. 2-dimethylaminocarbonylpyridyl, 
2-acetylpyrrolyl. 2-hydroxymethyIpyndyl. 2-ethoxycarbonyl-4-methylpyridyl. 2-carboxy-4-methylpyridyl, 2-(4- 
methyl-1-plpera2inyl)carboxypyridyl. 2-(2-dimethylaminoethoxycarbonyl)pyridyl, 2-dimethylaminomethyl- 
pyridyl. 2-ethoxycarbonylthieny!, 2-methyl-7-carboxyben20furyl. 2-carboxythienyl. 4-ethoxycarbonylthia20lyl. 
4-carboxythia2olyl, 4-methyl-5-carboxythia2oly!. 3-carboxypyridyl. 2,2-dimethyl-7-carboxy-2,3-dihydrobenzo- 
[b]furyl, 4-carboxypyridyl. 2-methyl-4-carbamoylpyridyl, 2.6-dimethyl-3-carbamoylpyridyl. 2- 
phenylaminothiocarbonylpyridyl, 2-methyl-3-carboxypyridyl, 2.6-dimethyl-3-carboxypyridyl and the like. 

As to the lower alkenyloxy group, there can be mentioned C2-6 straight-chain or branched-chain 
alkenyloxy groups such as vinyloxy. allyloxy, 2-butenyloxy. 3-butenyloxy, 1-methylallyloxy. 2-pentenyloxy, 
2-hexenyloxy and the like. 

The lower alkylsulfinyl group can be exemplifed by Ci -e straight-chain or branched-chain alkylsulfinyl 
groups such as melhylsulfinyl. ethylsulflnyl, isopropylsulfinyl. butylsulfinyl, tert-butylsulfinyl, pentylsulfinyl. 
hexylsulfinyl and the like. 

As to the lower alkanoyloxy group, there can be mentioned C1-6 straight-chain or branched-chain 
alkanoyloxy groups such as formyloxy, acetyloxy, propionyloxy, butyryloxy, isobutyryloxy, pentanoyloxy. 
tert-butylcarbonyloxy, hexanoyloxy and the like. 

The tri-lower alkyl group-substituted silyloxy group can be exemplified by silyloxy groups each 
substituted with three Ci -5 straight-chain or branched-chain alkyl groups, such as trimethylsilyloxy, 
triethylsilyloxy. triisopropylsilyloxy. tributylsilyloxy, tri-tert-butylsilyloxy, tripentylsilyloxy, trihexylsilyloxy, 
dimethyl-tert-butylsilyloxy and the like. 

The phenyl-lower alkyl group which may have a lower alkoxy group as a substituent on the phenyl ring 
and a hydroxyl group as a substituent on the lower alkyl group, can be exemplified by phenylalkyi groups 
each having a Ci -6 straight-chain or branched-chain alkyl group moiety, which may each have one to three 
Ci-6 straight chain or branched chain alkoxy groups as substituent(s) on the phenyl ring and a hydroxyl 
group as a substituent on the lower alkyl group, such as benzyl, 2-pheny!ethyl, l-phenylethyl, 3- 
phenylpropyl, 4-pehnylbutyl, l,l-dimethyl-2-phenylethyl,5-phenylpentyl. 6-phenylhexyl. 2-methyl-3-phenyl- 
propyl. 2-methoxyben2yl, 2-(3-methoxyphenyl)ethyl, 1 -(4- methoxypheny l) ethyl. 3-(2-ethoxyphenyl)propyl , 4- 
n3^tho)wheWi)i3ut^ 5-(4-pentyloxyphenyl)pentyl, 6-(4-hexylox- 

yphenyl)hexyl, 3.4-dimethoxyben2yl. 2,5-dimethoxybenzyl, 2,6-dimethoxy benzyl, 3,4,5-trlmethoxybenzyl, 1- 
phenyl-1-hydroxymethyl, 2-phenyl-1-hydroxyethyl. 1-phenyl-2-hydroxyethyl, 3-phenyl-1-hydroxypropyl, 4- 
phenyl-4-hydroxy butyl. 5-phenyl-5-hydroxypentyl, 6-phenyl-6-hydroxyhexyl, 2-methyl-3-phenyl-3-hydrox- 
ypropyl, 1-(2-methoxyphenyl)-1-hydroxymethyl, 2-(3-methoxyphenyl)-1-hydroxyethyl. 3-(2-ethoxyphenyl)-2- 
hydroxypropyl, 4-(3-ethoxyphenyl)-3-hydroxybutyl, 5-(4-pentyloxyphenyl)-4-hydroxypentyl, 6-(4-hexylox- 
yphenyl)-5-hydroxyhexyl. 6-(4-hexyloxyphenyl)-1 -hydroxhexyl, l-(3,4-dimethoxyphenyl)-1 -hydroxy methyl, 1 - 
(3,4,5-trimethoxyphenyl)-1-hydroxymethyl and the like. 
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The benzoyl group which may have lower alkoxy groups as substituents on the phenyl ring, can be 
exennpllfied by benzoyl groups which may each have one to three Ci -& straight-chain or branched-chain 
all<oxy groups as substltuent(s) on the phenyl ring, such as benzoyl, 2-methoxybenzoyl, 3-methoxybenzoyl. 
4-methoxybenzoyl, 2-ethoxybenzoyl, 3-ethoxybenzoyl, 4-isopropoxybenzoyl, 4-pentyloxybenzoyl, 4-hexylox- 

5 ybenzoyi, 3,4-dimethoxybenzoyl, 3-ethoxy-4-methoxy benzoyl, 2,3-d I methoxy benzoyl, 3,4-dlethoxy benzoyl, 
2,5-dimethoxybenzoyl, 2,6-dimethoxybenzoyl, 3,5-dimethoxybenzoyl, 3,4-dipentyloxy benzoyl, 3,4,5- 
trimethoxybenzoyl and the like. 

The phenyl-lower alkenyl group which may have lower alkoxy groups as substituents on the phenyl 
group, can be exemplified by phenylalkenyl groups each having a C3-6 straight chain or branched chain 

70 alkenyl moiety, which may each have one to three Ci -& straight chain or branched chain alkoxy groups as 
substituents on the phenyl ring, such as cinnamyl, styryl, 4-phenyl-3-butenyl, 4-phenyl-2-butenyl, 5-phenyl- 
4-pentenyl, 5-phenyl-3-pentenyl, 5-phenyl-2-pentenyl, 6-phenyl-5-hexenyI, 6-phenyl-4-hexenyl, 6-phenyl-3' 
hexenyl, 6-phenyl-2-hexenyl, 2-methyl-4-phenyl-3-butenyI, 2-methylcinnamyl, 1-methylcinnamyl, 2-methox- 
ystyryl, 3-methoxycinnamyl, 4-methoxystyryl, 2-ethoxy cinnamyl, 3-ethoxystyryl, 4-ethoxy styryl, 2-propox- 

75 ystyryl. 3-propoxystyryl, 4-propoxy cinnamyl, 3-(tert-butoxy)styryl, 4-pentyloxy cinnamyl, 3-hexyloxystyryl, 
3,4-dimethoxystyryl, 3,5-dimethoxystyryl, 2,6-dimethoxy styryl, 3, 4-diethoxy styryl, 3, 5-diethoxy styryl, 3,4,5- 
trimethoxystyryl, 4-ethoxyphenyl-3-butenyl, 4-(3-tertbutoxyphenyl)-2-butenyl, 5-(4-hexyloxyphenyl)-4-pen- 
tenyl, 6-{3,4-dimethoxyphenyl)-5-hexeny!, 6-(3,4,5-triethoxyphenyl)-3-hexenyl and the like. 

The amino-lower alkyf group which may have lower alkyi groups as substituents, can be exemplified by 

20 amino group-containing Ci-e straight-chain or branched-chain alkyI groups which may each have one to 
two C1-6 straight-chain or branched-chain alkyI groups as substituent(s), such as aminomethyl, 2-em- 
inoethyl, 1-aminoethyl, 3-aminopropyl, 4-aminobutyl, 5-aminopentyl, 6-aminohexyl, 1,1-dimethyl-2- 
aminoethyl, 2-methyl-3-aminopropyi. methylaminomethyl, 1-ethylaminoethyl, 2-propylaminoethyl. 3- 
isopropylaminopropyl, 4-butylaminobutyl, 5-pentylaminopentyl. 6-hexylaminohexyl, dimethylaminomethyl, 

25 (N-ethyl-N-propylamino)methyl. 2-(N-methyl-N-hexylamino)ethyl and the (ike. 

The five- or six-mem bered saturated or unsaturated heterocyclic ring which and as well as the 
adjacent nitrogen atom bonded thereto may form together with or without other nitrogen atom or oxygen 
atom, can be exemplified by piperazinyl, pyrrolidinyl. morpholinyl, piperidinyl, pyrrolyl. imidazolyl, pyrazolyl, 
2-pyrrolinyl, 2-imidazolinyl, imidazolidinyl, 2-piperazolinyl, pyrazolidinyl, 1,2,5,6-tetrahydropyridyl, etc. 

30 The above heterocyclic ring substituted with a lower alkanoyi group or a lower alkyI group can be 
exemplified by above heterocyclic rings each substituted with a Ci-e straight-chain or branched-chain 
alkanoyi group or a C1-6 straight-chain or branched-chain alkyI group, such as 4-acetylpiperazinyl, 3- 
formylpyrrolidinyl, 2-propionylpyrrolidinyl, 4-butyrylpiperidinyl, 3-pentanoy I piperazinyl, 2-hexanoylmof- 
pholino, 4-methylpiperazinyl, 4-ethylpiprazinyl, 3-ethylpyrrolidinyl, 2-propylpyrrolidinyl, 4-butylpiperidinyl, 3- 

35 pentylmorpholino, 2-hexylpiprazinyl, 2-acetylpyrrolyl and the like. 

The phenyl-lower alkoxy group can be exemplified by phenylalkoxy groups each having a Ci-s 
straight-chain or branched-chain aikoxy moiety, such as benzyloxy, 2-phenylethoxy, 1-phenylethoxy, 3- 
phenylpropoxy, 4-phenylbutoxy. 1 ,1-dimethyl-2-phenyiethoxy, 5-phenylpentyloxy, 6-phenylhexyloxy, 2- 
methyl-3-phenylpropoxy and the like. 

40 As to the hydroxy) group- or lower alkanoyloxy group-substituted lower alkyI group, there can be 
mentioned Ci -& straight-chain or branched-chain alkyI groups each having one to three hydroxyl groups or 
one to three Ci-e straight-chain or branched-chain alkanoyloxy groups, such as hydroxymethyl, 2- 
hydroxyethyl, 1 -hydroxyethyl, 3-hydroxypropyl, 2,3-dihydroxypropyl, 4-hydroxybutyl, 1 ,1-dimethyl-2-hydrox- 
yethyl, 5,5,4-trihydroxypentyl, 5-hydroxypentyl. 6-hydroxyhexyl, 1 -hydroxyisopropyl, 2-methyl-3-hydrox- 

45 ypropyl, acetyloxymethyl, 2-propionyloxyethyl, 1 -butyryloxyethyl, 3-acetyloxy propyl, 2,3-diacetyloxypropyl, 
4-isobutyryloxybutyl, 5-pentanoyloxypentyl, 6-tert-butylcarbonyloxyhexyl, 1 ,1 -dimethyl-2-hexanoyloxyethyl, 
5,5,4-triacetyloxypentyl, 2-methyl-3-acetyloxypropyl and the like. 

The tetrahydropyranyloxy group which may have, as substituent(s), one to four groups selected from 
the group consisting of a hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a 

50 hydroxyl group- or lower alkanoyloxy group-substituted lower alkyI group and a lower alkanoyloxy group, 

can"be~exempllfied~by~tetrahydropyranyroxy~gTOxrp's"i^hich may each~flave, as substituehf(s)7^e~to~four 

groups selected from the group consisting of a hydroxyl group, a C1-6 straight-chain or branched-chain 
alkoxycarbonyl group, a phenylalkoxy group having a Ci -6 straight-chain or branched-chain alkoxy moiety, 
a C1-6 straight-chain or branched-chain alkyI group having one to three hydroxyl groups or one to three 

65 C1-5 straight-chain or branched-chain alkanoyloxy groups, and a C2-S straight-chain or branched-chain 
alkanoyloxy group, such as 2-, 3- or 4-tetrahydropyranyloxy, 3,4,5-trihydroxy-6-methoxycarbonyl-2- 
tetrahydropyranyloxy, 3,4,5-tribenzyloxy-6-hydroxymethyl-2-tetrahydropyranyloxy, 3,4,5-triacetyloxy-6- 
acetyloxymethyl-2-tetrahydropyranyloxy, 3.4,5-trihydroxy-6-hydroxymethyl-2-tetrahydropyranyloxy, 3- 
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hydroxy-2-tetrahydropyranyloxy, 2.4-dlhydroxy-3-tetrahydropyranyloxy, 2,3,5-trlhydroxy-4- 

tetrahydropyranyloxy, 3-(2,3-dihydroxypropyl)-2-tetrahydropyranyloxy, 6-methoxycarbonyl-2- 

tetrahydropyranyloxy. 6-(5,5,4-trihydroxypentyl)-2-tetrahydropyranyloxy, 4-ethoxycarbonyl-3- 

tetrahydropyranyloxy, 4,6-dimethoxycarbonyl-4-tetrahydropyranyloxy, 4,5.6-trimethoxycarbonyl-2- 

5 tetrahydropyranyloxy, 2-propoxycarbonyl-3-tetrahydropyranyioxy, 6-butoxycarbonyl-4-tetrahydrypyranyloxy, 
6-pentyloxycarbonyl-2-tetrahydropyranyloxy, 4-hexyloxycarbonyl-3-tetrahydropyranyloxy, 3,4,5,6- 
tetrahydroxy-2-tetrahydropyranyloxy. 6-benzyloxy-2-tetrahydropyranyloxy, 4-(2-phenylethoxy)-3- 

tetrahydropyranyloxy, 4,6-dibenzyloxy-4-tetrahydropyranyloxy. 4,5,6-trlben2ytoxy-2-tetrahydropyranyloxy. 2- 
(3-phenylpropoxy)-3-tetrahydropyranyloxy, 6-(4-phenylbutoxy)-4-tetrahydropyranyloxy, 6-(5-phenylpen- 

10 tyloxy)-2-tetrahydropyranyloxy, 4-(6-phenylhexyloxy)-3-tetrahydropyranyloxy, 3,4,5-trihydroxy-6-benzyloxy- 
2-tetrahydropyranyloxy, 6-acetyloxy-2-tetrahydropyranyloxy, 4-propionyloxy-3-tetrahydropyranyloxy, 4,6- 
diacetyloxy-4-tetrahydropyrany!oxy, 4,5,6-triacetyloxy-2-tetrahydropyranyloxy, 2-butyryloxy-3- 

tetrahydropyranyloxy, 6-pentanoyloxy-3-tetrahydropyranyloxy, 4-hexanoyloxy-3-tetrahydropyranyloxy, 3.4,5- 
trihydroxy-6-acetyloxy-2-tetrahydropyranyloxy. 6-hydroxymethyI-2-tetrahydropyranyloxy. 4-(2-hydroxy ethyl )- 

15 2-tetrahydropyranyloxy, 4,6-dihydroxymethyl-4-tetrahydropyranyloxy. 4,5,6-dihydroxymethyl-2- 

tetrahydropyranyloxy, 2-(3-hydroxypropy!)-3-tetrahydropyranyloxy, 6-acetyloxyethyl-2-tetrahydropyranyloxy. 
4-(2-acetyloxyethyl)-2-tetrahydropyranyloxy, 4,6-diacetyloxymethyl-4-tetrahydropyranyloxy, 4,5,6- 
triacetyloxymethyl-2-tetrahydropyranyloxy, 2-(3-propionyloxypropyl)-3-tetrahydropyranyloxy. 6-(4-butyrylox- 
ybutyl)-4-tetrahydropyranyloxy, 6-(5-hydroxypentyl)-2-tetrahydropyranyloxy, 4-(6-hexanoyloxyhexyl)-3- 

20 tetrahydropyranyloxy. 3,4,5-trlhydroxymethyl-6-acetyloxymethy}tetrahydropyranyloxy and the like. 

The piperazinyl-lower alkyi group which may have lower alkyi groups as substituents on the piperazine 
ring, can be exemplified by piperazinylalkyi groups each having a Ci-& straight-chain or branched-cahin 
lower alkyi moiety, which may each have one to three Ci -s straight-chain or branched-chain alkyi groups 
as substituent(s) on the piperazine ring, such as (l-piperazinyl)methyl. 2-(1-piperazinyl)ethyl, 

25 piperazinyl)ethyl, 3-(1-piperazinyl)propyl. 4-(1-plperazinyl)butyl, 5-(1-p(pera2inyl)pentyl, 6-(1-piperazinyl)- 
hexyl. 1 ,1-dimethyl-2-(1-piperazinyl)ethyl, 2-methyl-3-(1-piperazinyl)propyl, (4-methyl-1-piperazinyl)methyl. 
2.(4-ethyI-1-piperazinyl)ethyl. 1-(4-propyl-1-piperazinyl)ethyl. 3-(4-butyM-piperazinyl)propy!, 4-(4-pentyl-1 - 
piperazinyl)buty I. 5-(4-hexy 1-1 -piperazinyl)pentyl,6-(3.4-dimethyl-1 -piperazinyl)hexyl, 1 ,1 -dimethyl-(3,4,5- 
trimethyl-1-pipera2inyl)ethyl and the like. 

30 As to the lower alkoxycarbonyl-substituted lower alkoxy group, there can be mentioned Ci-6 straight- 
chain or branched-chain alkoxycarbonylalkoxy groups each having a Ci -6 straight-chain or branched-chain 
alkoxy moiety, such as methoxycarbonylmethoxy, 3-methoxycarbonylpropoxy, ethoxycarbonylmethoxy, 4- 
ethoxycarbonylbutoxy. 6-propoxycarbonylhexyloxy, 5-isopropoxycarbonylpentyloxy, 1 ,1-dimethyl-2-butox- 
ycarbonylethoxy, 2-methyl-3-tert-butoxycarbonylpropoxy, 2-pentyoxycarbonylethoxy, hexyloxycarbonyl- 

35 methoxy and the like. 

As to the carboxy-substituted lower alkoxy group, there can be mentioned carboxyalkoxy groups each 
having a Ci -c straight-chain or branched-chain alkoxy moiety, such as carboxymethoxy, 2-carboxyethoxy, 

1- carboxyethoxy, 3-carboxypropyl, 4-carboxybutoxy, 5-carboxypentyloxy, 6-carboxyhexyloxy, 1 .1 -dimethyl- 

2- carboxyethoxy, 2-methyl-3-carboxypropoxy and the like. 

40 As to the lower alkoxy-substituted alkoxy group, there can be mentioned alkoxyalkoxy groups each 
having a Ci-e straight-chain or branched-chain alkoxy moiety, such as methoxy methoxy, 3-methox- 
ypropoxy, ethoxymethoxy, 4-ethoxybutoxy, 6-propoxyhexyloxy, 5-isopropoxypentytoxy, 1 ,1-dimethyl-2- 
butoxyethoxy, 2-methyl-3-tert-butoxypropoxy, 2-pentyloxyethoxy, hexyloxymethoxy and the like. 

The lower alkyi group having hydroxyl groups can be exemplified by Ci -s straight-chain or branched- 

45 chain alkyi groups each having one to three hydroxyl groups, such as hydroxy methyl, 2-hydroxyethyl, 1- 
hydroxyethyl, 3-hydroxypropyl. 2,3-dihydroxypropyl, 4-hydroxy butyl, 1,1-dimethyl-2-hydroxyethy, 5,5,4- 
trihydroxypentyl. 5-hydroxypentyl, 6-hydroxyhexyl, 1 -hydroxy isopropy I, 2-methyl-3-hydroxypropyl and the 
like. 

The lower alkenyl group can be exemplified by Ci -6 straight-chain or branched-chain alkenyl groups 

50 such as vinyl, allyl, 2-butenyl, 3-butenyl, 1-methylallyl. 2-pentenyl, 2 -hexenyl and t he lik e. 

H'He'amiriotRiocarbonyloxy group whictrrnay~have~lower afkyf groups as substituents. can be exempli- 
fied by thiocarbonyloxy groups each having an amino group which may have one to two Ci-6 straight-chain 
or branched-chain alkyi groups as substituent(s). such as thiocarbamoyloxy, methylaminothiocarbonyloxy, 
ethyiaminothiocarbonyloxy, propylaminothiocarbonyloxy, Isopropylaminothiocarbonyloxy, butylaminothiocar- 
65 bonyloxy, pentylaminothiocarbonyloxy, hexylaminothiocarbonyloxy, dimethylaminothiocarbonyloxy, (N-ethyl- 
N-propylamino)thiocarbonyloxy, (N-methyl-N-hexylamino)thiocarbonyloxy and the like. 

The aminocarbonylthio group which may have lower alkyi groups as substituents. can be exemplified 
by carbonylthio groups having an amino group which may have one to two Ci -6 straight-chain or branched- 
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chain alkyi groups as substituent(s), such as aminocarbonylthio, methylaminocarbonytthio, ethylaminocar- 
bonylthlo, propylamlnocarbonylthio, 3-isopropylaminocarbonylthio, butylaminocarbonylthio. pentylaminocar- 
bonylthio, hexylaminocarbonylthio, dimethylaminocarbonylthio, (N-ethyl-N-propylamino)carbonylthio, (N- 
methyl-N-hexylamino)carbonylthio and the like. 

As to the lower alkanoyl-substituted lower alkyI group, there can be mentioned Ci -& straight-chain or 
branched-chain alkyI groups each having one to three Ci-6 straight*chain or branched-chain alkanoyl 
groups, such as formylnnethyl, acetylmethyl, 2-propionylethyl, 1-butyrylethyl, 3-acetylpropyl, 2,3-diacetyl- 
propyl, 4-isobutyrylbutyl, 5-pentanoylpentyl, 6-tert-buty)carbonylhexyI, 1,1-dimethyl-2-hexanoylethyl, 5,5,4- 
trlacetylpentyi, 2-methyl-3-acetylpropyl and the like. 

The phenyl group which may have one to three lower alkoxy groups as substituents on the phenyl ring, 
can be exemplified by phenyl rings which may each have one to three Ci-e straight-chain or branched- 
chain alkoxy groups as substituents on the phenyl ring, such as phenyl, 2-methoxyphenyl, 3-methox- 
y phenyl, 4-methoxyphenyl, 2-ethoxy phenyl, 3-ethoxy phenyl, 4-ethoxy phenyl, 4-isopropoxyphenyl. 4-pen- 
tyloxyphenyl, 4-hexyloxyphenyl, 3,4-dimethoxyphenyl, 3-ethoxy-4-m8thoxyphenyl, 2,3-dimethoxyphenyl, 
3, 4-dtethoxy phenyl, 2,5-dimethoxyphenyl, 2.6-dimethoxyphenyl, 3-propoxy-4-methoxyphenyl, 3.5-dimethox- 
yphenyl, 3,4-dipentyloxyphenyl, 3,4,5-trimethoxyphenyl, 3-methoxy-4-ethoxyphenyl and the like. 

The pyridyl group which may have an oxo group, can be exemplified by pyridyl groups which may 
each have an oxo group, such as 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-oxo-3-pyridyl, 4-oxo-2-pyridyi, 1-oxo-3- 
pyridyl. 3-oxo-2-pyridyl and the like. 

The quinolyl group which may have an oxo group, can be exemplified by quinolyl groups which may 
each have an oxo group, such as 2-quinolyl, 3-quinolyl, 4-quinolyl, 5-quinolyl, 6-quinolyl, 7-quinolyl, 8- 
quinolyl, 2-oxo-4-quinolyl, 2-oxo-7-quinolyl, 2-oxo-5-quinolyl, 2-oxo-8-quinolyl, 4-oxo-6-quinolyl and the like. 

The phenyl group having, as substituents on the phenyl ring, one to three groups selected from the 
group consisting of a lower alkanoyloxy group, a hydroxysulfonyloxy group, a cyano group, an amidino 
group, a nitro group, a lower alkylsulfonyl group and a tetrahydropyranyloxy group which may have, as 
substituents, one to four groups selected from the group consisting of a hydroxyl group, a lower 
afkoxycarbonyl group, a phenyl-lower alkoxy group, a lower alkanoyloxy-substituted lower alkyI group and a 
lower alkanoyloxy group, can be exemplified by phenyl groups each having, as substituent(s) on the phenyl 
ring, one to three groups selected from the group consisting of a Ci-e straight-chain or branched-chain 
alkanoyloxy group, a hydroxysulfonyloxy group, a cyano group, an amidino group, a nitro group, a Ci-6 
straight-chain or branched-chain alkylsulfonyl group and a tetrahydropyranyloxy group which may have, as 
substituents, one to four groups selected from the group consisting of a hydroxyl group, a C^ -s straight- 
chain or branched-chain alkoxycarbonyl group, a phenylalkoxy group having a Ci-g straight-chain or 
branched-chain alkoxy moiety, a Ci-g straight-chain or branched-chain alkyI group having one to three 
C2-6 straight-chain or branched-chain alkanoyloxy groups, and a C2-6 straight-chain or branched-chain 
alkanoyloxy group, such as 2-acetyloxyphenyl, 3-acetyloxyphenyl, 4-acetyloxyphenyl, 2-formyloxyphenyl, 3- 
propionyloxyphenyl, 4-isobutyryloxyphenyI, 2-pentanoyloxyphenyl, 3-hexanoyloxyphenyl, 3,4-diacetylox- 
yphenyl, 2,5-diacetyloxyphenyl, 3,5-diacetyloxyphenyl, 2,5-diacetyloxyphenyl, 3,4,5-triaceyloxy phenyl, 4- 
hydroxysulfonyloxyphenyl, 3-hydroxysulfonyloxyphenyl, 2-hydroxysulfonyloxyphenyI, 4-cyanophenyl, 3- 
cyanophenyl, 2-cyanophenyl, 4-amidinophenyl, 3-amidinophenyl, 2-amidinophenyl, 2-nitrophenyl, 3- 
nitrophenyl, 4-nitrophenyl, 3.4-dinitrophenyl, 2,5-dinitrophenyl, 2.6-dinltrophenyl, 3,4,5-trinitrophenyl, 3,5- 
dinltro-4-acetyloxy phenyl, 4-methylsulfonylphenyl, 2-methylsulfonylphenyl, 3-methylsulfonylphenyl, 2-ethyl- 
sulfonylphenyl, 4-isopropylsulfonylphenyl, 4-pentyisulfonylphenyl, 4-hexylsulfonylphenyl, 3,4-dimethylsul- 
fonylphenyl. 3,4-diethylsulfonylphenyl, 2,5-dimethylsulfonylphenyl, 2,6-dimethylsulfonylphenyl, 3,4,5- 
trimethylsulfonylphenyl, 4-(2.3,4,6-tetra-o-acetyl-/S-D-glucopyranosyloxy)phenyl, 4-(/8-D-glucopyranosyloxy)- 
phenyl, 4-(2,3,4,6-tetra-o-benzyl-;8-D-glucopyranosyloxy)phenyl and the like. 

The amino group which may have a lower alkanoyl group, can be exemplified by amino groups which 
may each have a Ci-g straight-chain or branched-chain alkanoyl group, such as amino, formylamino, 
acetylamino, propionylamino, butyrylamino, isobutyrylamino, pentanoylamino, tertbutylcarbonylamino. pen- 
tanoylamino, hexanoylamino and the like. 

The~phenyl"group~whtch^may~lTave~groups"S'etecreij~froTfrthe group consisting ofarthiazolyl group 

having, as a substituent on the thiazolyl ring, a phenyl group which may have lower alkoxy groups on the 
phenyl ring, a carboxyl group and a hydroxyl group, can be exemplified by phenyl groups which may each 
have one to three groups selected from the group consisting of a thiazolyl group having, as a substituent on 
the thiazolyl ring, a phenyl group which may have one to three C1-6 straight-chain or branched-chain 
alkoxy groups on the phenyl ring, a carboxyl group and a hydroxyl group, such as phenyl, 2-(3,4- 
diethoxyphenyl)-4-thiazolylphenyl, [2-(4-methoxyphenyl)-4-thiazolyl]phenyl, [4-(3,4,5-trimethoxyphenyl)-2- 
thiazolyl]phenyl. [5-(3-propoxyphenyl)-2-thiazolyl]phenyl. [2-(2-butoxyphenyl)-4-thlazolyl]phenyl, 2-hydroxy- 
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3-carboxyphenyl, 2-hydroxyphenyl, 3-hydroxyphenyl, 4-hyclroxyphenyl, 3,4-dlhydroxypheny!, 3,5-dihydrox- 
yphenyl, 2,5-dihydroxy phenyl, 2,4-dihydroxyphenyl, 2,6-dihydroxy phenyl, 3.4,5-trlhydroxyphenyl, 2-carbox- 
yphenyl, 3-carboxyphenyl, 4-carboxyphenyl. 3,4-dlcarboxyphenyl, 2,5-dicarboxyphenyl, 2,6-dicarbox- 
yphenyl, 3,4,5-tncarboxyphenyl, 3-carboxy-4-hydroxyphenyl, 3-carboxy-6-hydroxyphenyl and the like. 

5 As the piperldinyl-lower alkyl group, there can be mentioned piperidinylalkyi groups each having a Ci -6 

straight-chain or branched-chain alkyl moiety, such as (1 -piperidinyl)methyl, 2-(1-piperidinyl)ethyl. 1-(1- 
piperidinyl)ethyl, 3-(1-piperidinyl)propyl, 4-(1-piperidtnyl)butyl, 5-(2-prperrdinyl)pentyl, 6-(3-piperidiny!)hexyl, 
1,1-dimethyl-2-(4-piperidinyl)ethyl, 2-methyI-3-(1-piperidlnyl)propyl and the like. 

The alkoxycarbonyl group can be exemplified by, in addition to the above-mentioned lower alkoxycar- 

10 bonyl groups, Ci-is straight-chain or branched-chain alkoxycarbonyl groups, such as heptyloxycarbonyl, 
octyloxycarbonyl, nonyloxycarbonyl, decyloxycarbonyl, undecyloxycarbonyl, dodecyloxycarbonyl, 
tridecyloxycarbonyl, tetradecyloxycarbonyl, pentadecyloxycarbonyi, hexadecyloxycarbonyl, heptadecylox- 
ycarbonyl, octadecyloxycarbonyl and the like. 

The amino-lower alkoxycarbonyl group which may have a lower alkyl group as a substituent, can be 

15 exemplified by Ci straight-chain or branched-chain alkoxycarbonyl groups each having an amino group 
which may have one to two Ci -e straight-chain or branched-chain alkyl groups as substltuents, such as 
aminomethoxycarbonyl, 2-aminoethoxycarbonyl, 1 -aminoethoxycarbonyl, 3-aminopropoxycarbonyl, 4- 
aminobutoxycarbonyl. 5-aminopentyloxycarbonyl, 6-aminohexyloxycarbonyl, 1 ,1-dimethyl-2-aminoethoxycar- 
bonyl, 2-methyl-3-aminopropoxycarbonyl, methylaminomethoxycarbonyl, 1 -ethylaminoethoxycarbonyl, 2- 

20 propylaminoethoxycarbonyl, 3-isopropylaminopropoxycarbonyl, 4-butylaminobutoxycarbonyl, 5-pen- 
tylaminopentyloxycarbonyl, 6-hexylaminohexyloxycarbonyl, dimethylaminomethoxycarbonyl, 2- 
dimethylaminoethoxycarbonyl, 3-dimethylaminopropoxycarbonyl. (N-ethyl-N-propylamino)methoxycarbonyl. 
2-(N-methyl-N-hexylamino)ethoxycarbonyl and the like. 

The phenyl-lower alkoxycarbonyl group can be exemplified by phenylalkoxycarbonyl groups each 

25 having a Ci -6 straight-chain or branched-chain alkoxy moiety, such as benzyloxycarbonyl. 2-phenylethox- 
ycarbonyl. 1 -pheny lethoxycarbonyl. 3-phenylpropoxycarbonyl. 4-phenylbutoxycarbonyl. 1 ,1 -dimethy!-2- 
phenylethoxycarbonyl. 5-phenyipentyloxycarbonyl. 6-phenylhexyloxycarbonyl, 2-methyl-3-phenylpropox- 
ycarbony! and the like. 

The lower alkynyl group there can be mentioned alkynyl groups each having C2-6 straight-chain or 
30 branched-chain alkynyl moiety, such as ethynyl, 2-propynyl, 2-butynyl. 3-butynyl, 1-methyl-2-propynyl, 2- 
pentynyl, 2-hexynyl and the like. 

As to the carboxy-substituted lower alkyl group, there can be mentioned carboxyalkyi groups each 
having a C1-6 straight-chain or branched-chain alkyl moiety, such as carboxymethyl, 2-carboxyethyl, 1- 
carboxyethyl, 3-carboxypropyl, 4-carboxy butyl. 5-carboxypentyl, 6-carboxyhexyl, 1 ,1-dimethyl-2-carbox- 
36 yethyl, 2-methyl-3-carboxypropyl and the like. 

As to the lower alkoxycarbonyl-lower alkenyl group, there can be mentioned alkoxycarbonylalkenyl 
groups each having a C1-6 straight-chain or branched-chain alkoxy moiety and a C2-6 straight-chain or 
branched-chain alkenyl moiety, such as 2-methoxycarbonyl vinyl, 3-methoxycarbonylallyl, 2-ethoxycarbonyl- 
viny 1, 4-ethoxycarbonyl-2-butenyl. 6-propoxycarbonyl-3-hexenyl, 5-isopropoxycarbonyl-1 -penteny I, 1,1- 
40 dimethyl-2-butoxycarbonyl-2-propenyl. 2-methyl-3-tertbutoxycarbonyl-1 -propenyl, 2-pentyloxycarbonylvinyl, 
4-hexyloxycarbonyl-1-butenyl and the like. 

As to the carboxy-substituted lower alkenyl group, there can be mentioned carboxyalkenyl groups each 
having a C2-5 straight-chain or branched-chain alkenyl moiety, such as 2-carboxy vinyl, 3-carboxyaIlyl, 4- 
carboxy-2-butenyl, 6-carboxy-3-hexenyl, 5-carboxy-1 -pentenyl. 1 ,1 -dimethyl-2-carboxy-2-propenyl. 2- 
45 methyl-3-carboxy-1-propenyl,5-carboxy-4-pentenyl, 4-carboxy-1 -butenyl and the like. 

The five- or six-membered saturated heterocyclic ring which R^^ and R^* as well as the adjacent 
nitrogen atom being bonded thereto may form together with or without other nitrogen atom or oxygen atom, 
can be exemplified by piperazinyl, pyrrolidinyl, morpholinyl and piperidinyl. 

The above heterocyclic ring substituted with a lower alkyl group can be exemplified by above 
so heterocyclic rings each substituted with a Ci-e straight-chain or branched-chain alky l group, such as 4- 

methyrpipefazinyl, 4-ethyipiperazifiyir^^hyipyrroFiclinyl, 2-propyipyrroiidinyl. 4-butylpiperldinyl, 3-pentyl- 

morphoiino, 2-hexylpiperazinyl and the like. 

The lower alkylsulfonyloxy group which may have halogen atoms, can be exemplified by Ci -& straight- 
chain or branched-chain alkylsulfonyloxy groups which may each have one to three halogen atoms, such as 
56 methylsulfonyloxy, ethylsulfonyloxy, propylsulfonyloxy, isopropylsulfonyloxy. butylsulfonyloxy, tert-butylsul- 
fonyloxy, pentylsulfonyloxy, hexylsulfonyloxy, chloromethylsulfonyloxy, bromomethylsulfonyloxy, 
iodomethylsulfonyloxy, trifluoromethylsulfonyloxy, 2-fluoroethylsulfonyloxy, 2,2-difluoroethylsulfonyloxy, 
2.2,2-trifluoroethylsulfonyloxy, 3-chloropropylsulfonyloxy. 4-chlorobutylsulfonyloxy, 3,4-dichlorobutylsul- 
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fonyloxy, 3-fluoropentylsulfonyloxy, 2,3.4-trifluoropentylsulfonyloxy, 2,3-dichlorohexylsulfonyloxy, 6,6- 
dibromohexylsulfonyloxy and the like. 

As the lower alkoxy-substituted lower alkoxycarbonyl group, there can be mentioned Ci -b straight-chain 
or branched-chain alkoxyalkoxycarbonyl groups each having a Ci -s straight-chain or branched-chain alkoxy 
5 moiety, such as methoxymethoxycarbonyl, 3-methoxypropoxycarbonyl, ethoxymethoxycarbonyl, 4-ethox- 
ybutoxycarbonyl, 6-propoxyhexyloxycarbonyl, 5-isopropoxypentyloxycarbonyl, 1 ,1 -dimethyl-2-butoxyethox- 
ycarbony 1 , 2-methy l-3-tert-butoxypropoxycarbonyl. 2-pentyloxyethoxycarbonyl, hexy loxy methoxycarbonyl 
and the like. 

The phenyl group which may have one to three lower alkoxy groups as substituents on the phenyl ring, 
10 can be exemplified by phenyl groups which may each have one to three Ci -e straight-chain or branched- 
chain alkoxy groups as substituents on the phenyl ring, such as phenyl, 2-methoxyphenyl, 3-methox- 
yphenyl, 4-ethoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-methoxyphenyl, 4-isopropoxyphenyl, 3-butox- 
yphenyl, 4-pentyloxyphenyl, 4-hexyloxyphenyl, 3,4-dimethoxyphenyl, 3-ethoxy-4-methoxy phenyl, 2,3- 
dimethoxyphenyl, 3,4-diethoxyphenyl, 3,5-dimethoxyphenyl. 2,5-dimethoxyphenyl, 2,6-dimethoxyphenyl, 
75 3.4.5-trimethoxy phenyl, 3,4-dipentyloxyphenyl and the like. 

The pyridyl group which may have an oxo group, can be exemplified by pyridyl groups which may 
each have an oxo group, such as pyridyl, 2-oxopyridyl, 3-oxopyridyl, 4-oxopyridyl and the like. 

The quinolyl group which may have an oxo group, can be exemplified by 2-oxoquino!yl and 4- 
oxoquinolyl. 

20 The phenyl group having, as substltuent(s) on the phenyl ring, one to three groups selected from the 
group consisting of a lower alkanoyloxy group, a hydroxysulfonyloxy group, a cyano group, an amidino 
group, a nitre group, a lower alkylsulfonyl group, a tetrahydropranyloxy group which may have, as 
substituent(s). one to four groups selected from the group consisting of a hydroxyl group, a lower 
alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower alkanoyloxy group- 

25 substituted lower alkyi group and a lower alkanoyloxy group, a phenyl group which may have groups 
selected from the group consisting of a thiazolyl group having, as a substltuent on the thiazolyl ring, a 
phenyl group which may have lower alkoxy groups on the phenyl ring, a carboxyl group and a hydroxyl 
group, a lower alkyI group having hydroxy! groups, and a group 




o 



35 

(wherein R^^ and are the same as defined above), can be exemplified by phenyl groups each having, as 
substituent(s) on the phenyl ring, one to three groups selected from the group consisting of a Ci -g straight- 
chain or branched-chain alkanoyloxy group, a hydroxysulfonyloxy group, a cyano group, an amidino group, 
a nitro group, a Ci-e straight-chain or branched-chain alkylthio group, a Ci-6 straight-chain or branched- 

40 chain alkylsulfonyl group, a tetrahydropranyloxy group which may have, as substituents, one to four groups 
selected from the group consisting of a hydroxyl group, a Ci-6 straight-chain or branched-chain alkoxycar- 
bonyl group, a phenylalkoxy group having a Ci-e straight-chain or branched-chain alkoxy moiety, a Ci-e 
straight-chain or branched-chain alkyI group having one to three hydroxyl groups or one to three C2~6 
straight-chain or branched-chain alkanoyloxy groups and a C2-6 straight-chain or branched-chain al- 

45 kanoyloxy group, a phenyl group which may have one to three groups selected from the group consisting of 
a thiazolyl group having, as a substltuent on the thiazolyl ring, a phenyl group which may have one to three 
Ci -6 straight-chain or branched-chain alkoxy groups on the phenyl ring, a carboxyl group and a hydroxyl 
group, a Ci-g straight-chain or branched-chain alkyl group having one to three hydroxyl groups, and a 
group 

50 

II ^ or" 

55 o 

(wherein R*' and R^, which may be the same or different, each represent a hydrogen atom or a Ci-s 
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straight-chain or branched-chain alkyi group), such as 2-methylthiophenyl, 3-methylthiophenyl, 4-methyl- 
thiophenyl, 2-ethylthiophenyl, 3-ethylthiophenyl, 4-ethylthlophenyl, 4-isopropy!thlopheny!, 4-pentyl- 
thiophenyl, 4-hexylthiophenyl, 3,4-djmethylthiophenyl, 3,4-diethylthiophenyl, 2-acetyloxy phenyl, 3-acetylox- 
yphenyl, 4-acetyloxyphenyl, 2-fornnyloxy phenyl, 3-propionyloxyphenyl, 4-isobutyryloxyphenyl, 2-pen- 
tanoyloxyphenyl, 3-hexanoyIoxy phenyl, 3,4-diacetyloxy phenyl, 3.5-diacetyloxyphenyl, 2,5-diacetyloxyphenyl, 
3,4,5-triacetyloxyphenyl-dimethylthiophenyl, 2,6-dimethylthiophenyl, 3,4,5-trimethylthiophenyl, 3-phenyl- 
phenyl, 4-phenylphenyl, 2-methylsulfonylphenyI, 3-nnethylsulfonylphenyl, 4-methylsulfonylphenyl, 2-ethylsul- 
fonylphenyl, 4-isopropylsulfonylphenyl, 4-pentylsulfonylphenyl, 4-hexylsulfonylphenyl, 3,4-dimethylsulfonyl- 
phenyl, 2,5-dinnethylsulfonylphenyl, 2,6-dimethylsulfonytphenyl, 3,4,5-trlmethylsulfonylphenyl, 2- 
amidinophenyl, 4-amidinophenyl, 3-amidinophenyl, 3-nitrophenyl, 4-hydroxysulfonyloxyphenyl, 3-hydrox- 
ysulfonyloxyphenyl, 2-hydroxysulfonyloxyphenyl, 4-(2,3,4,6-tetra-0-acetyh/8-D-glucopyranosyloxy)phenyl, 4- 
(;9-D-glucopyranosyloxy)phenyl, 4-(2,3,4,6-tetra-0-benzyl-/S-D-glucopyranosyloxy)phenyl, 3,5-bis- 

(dimethylamino)phenyl, 2-nitrophenyl, 4-nitrophenyl, 3,4-dinitrophenyl, 3,4,5-trinltrophenyl. 3,5-dinitrophenyl, 
2-cyanophenyl. 4-cyanophenyl, 3-cyanophenyl, 3-{2,3-dihydroxypropyl)phenyl, 3-(2-hydroxyethyl)phenyl, 4- 
(2-hydroxy-3-carboxyphenyl)phenyl, 4-[2-(3,4-diethoxyphenyl-4-thiazo!yl]phenyl, 3-hydroxymethylphenyl, 



O O 
HO ^ II EtO ^ II 

4 - P - Phenyl , 4 - ^ P - Phenyl 

HO EtO 



and the like. 

As to the lower alkoxy-substituted lower alky! group, there can be mentioned alkoxyalkyi groups each 
having a Ci -& straight-chain or branched-chain alkoxy nnoiety and a ^ -& straight-chain or branched-chain 
alkyI moiety, such as methoxy methyl, 3-methoxypropyl, ethoxymethyl, 4-ethoxy butyl. 6-propoxyhexyl, 5- 
isopropoxypentyl, 1 ,1-dimethyl-2-butoxyethyl. 2-methyl-3-tert-butoxypropyl, 2-pentyloxyethyl, hexylox- 
ymethyl and the like. 

The lower alkenyl group having halogen atoms can be exemplified by C2-6 straight-chain or branched- 
chain alkenyl groups each having one to three halogen atoms, such as 2,2-dibromovinyl, 2-chlorovinyl, 1- 
fluorovinyl. 3-iodoallyl, 4,4-dichloro-2-butenyl, 4,4,3-trlbromo-3-butenyl. 3-chloro-1-methylallyl. 5-bromo-2- 
pentenyt, 5,6-difluoro-2-hexenyl and the like. 

As the phenyl-lower alkyI group, there can be mentioned phenylalkyi groups each having a C1-6 
straight-chain or branched-chain alkyI moiety, such as benzyl, 2-phenylethyl, 1-phenylethyl, 3-phenylpropyl, 
4-phenylbutyl, 5-phenylpenty!, 6-phenylhexyl, 1,1-dimethyl-2-phenylethyl, 2-methyl-3-phenylpropyl and the 
tike. 

The compound of general formula (I) according to the present Invention can be produced by, for 
example, the processes shown below. 



[ Reaction scheme- 1 ] 




(2) (1) 



(wherein X, R\ and are the same as defined above; Y represents a halogen atom). 

The reaction between the compound (2) and the compound (3) can be conducted by heating In an 
appropriate solvent. The solvent can be exemplified by alcohols such as methanol, ethanol, propanol, 
butanol, 3-methoxy-1-butanol, ethyl cellosolve, methyl cellosolve and the like; aromatic hydrocarbons such 
as benzene, toluene, xylene, o-dichlorobenzene and the like; ethers such as diethyl ether, tetrahydrofuran, 
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dioxane, diglyme, monoglyme and the like; halogenated hydrocarbons such as dichloromethane, chlo- 
roform, carbon tetrachloride and the like; polar solvents such as dimethylfornnanriide, dinr>ethyl sulfoxide, 
hexamethylphosphoric triannide. acetonltrlle and the like; and mixed solvents thereof. The reaction is 
conducted ordinarily at roonn temperature to 150*C, preferably at about room temperature to 100* C and is 
5 completed in about 1-15 hours. 

The proper amount of the compound (3) used is at least 1 mole, preferably about 1 to 1.5 moles per 1 
moie of the compound (2). 

[Reaction scheme- 2 ] 



15 




O 



(2) (5) 




(la) 

30 



(wherein R\ R^, R3 and Y are the same as defined above). 

The reaction between the compound (2) and the compound (4) can be conducted in an appropriate 
solvent in the presence of a basic compound. The solvent can be exemplified by lower alcohols such as 

35 methanol, ethanol. propanol and the like; ethers such as diethyl ether, tetrahydrofuran, dioxane, ethylene 
glycol monomethyl ether and the like; halogenated hydrocarbons such as dichloromethane, chloroform, 
carbon tetrachloride and the like: aromatic hydrocarbons such as benzene, toluene, xylene and the like; 
esters such as methyl acetate, ethyl acetate and the like; ketones such as acetone, methyl ethyl ketone and 
the like; polar solvents such as acetonitrile, dimethylformamide, dimethyl sulfoxide, hexamethylphosphoric 

40 triamlde and the like; and mixed solvents thereof. The basic compound can be exemplified by Inorganic 
bases such as sodium hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate, sodium 
hydrogencarbonate, potassium hydrogencarbonate, sodium hydride and the like; alkali metals such as 
metallic sodium, metallic potassium and the like; alkali metal alcoholates such as sodium methylate, sodium 
ethylate and the like; and organic bases such as triethylamlne, pyridine, N,N-dimethylaniline, N-methylmor- 

45 pholine, 4-methylaminopyridine, bicyclo[4.3,0]nonene-5 (DBN), 1,8-dia2abicyclo[5.4,0]undecene-7 (DBU), 1- 
4-dia2abicyclo[2,2,21octane (DABCO) and the like. 

The proper amount of the compound (4) used is at least 1 mole, preferably about 1 to 1.5 moles per 1 
mole of the compound (2). 

The reaction is conducted ordinarily at room temperature to 200 'C, preferably at room temperature to 

60 about 150*C and is completed in about 1-5 hours. 

jh'e"nreacti0rr~for converfingpthe compouna~"(5)~ihto~fhe compound~(Ta) can be conducted~in an 
appropriate solvent in the presence of an ammonia water or an ammonium salt such as ammonium acetate, 
ammonium chloride, ammonium sulfate or the like. The solvent can be any of the solvents usable in the 
reaction between the compound (2) and the compound (4); besides them, there can also be mentioned 

55 alkanoic acids (e.g. acetic acid), etc. The proper amount of the ammonia water or ammonium salt used is at 
least 1 mole, preferably 1 to 5 moles per 1 mole of the compound (5). The reaction is conducted ordinarily 
at room temperature to 200' C. preferably at about room temperature to 150*C and is completed in about 
1 -5 hours. 
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[ Reaction scheme- 3 ] 




20 



N 



(lb) 

25 



(wherein , and R^ are the same as defined above). 

The reaction between the compound (6) and the compound (4) can be achieved by subjecting them to 
an ordinary amide bonding formation reaction. 

30 In this case, as to the carboxylic acid (4), an activated compound thereof may be used. The conditions 
used in the amide bonding formation reaction can be those used in ordinary amide bonding formation 
reactions. For example, there can be used (a) a mixed acid anhydride method, i.e. a method which 
comprises reacting a carboxylic acid (4) with an alkylhalocarboxylic acid to obtain a mixed acid anhydride 
and reacting the anhydride with a compound (6); (b) an active ester or active amide method, I.e. a method 

35 which comprises converting a carboxylic acid (4) Into an active ester such as p-nitrophenyl ester, N- 
hydroxysuccinlmide ester, 1-hydroxybenzotriazole ester or the like, or into an active amide with 
benzoxa2o!in-2-thion and then reacting the active ester or active amide with a compound (6); (c) a 
carbodiimide method, i.e. a method which comprises subjecting a carboxylic acid (4) and a compound (6) 
to dehydration in the presence of a dehydrating agent such as dicyclohexylcarbodiimlde, carbonyl- 

40 diimidazole or the like; (d) a carboxylic acid hallde method, i.e. a method which comprises converting a 
carboxylic acid (4) into a halide and reacting the halide with a compound (6); and (e) other methods such as 
a method which comprises reacting a carboxylic acid (4) with a dehydrating agent such as acetic anhydride 
or the like to convert into a carboxylic acid anhydride and reacting the anhydride with a compound (4) or a 
method which comprises converting a carboxylic acid (4) into an ester and reacting the ester with a 

45 compound (6) at a high temperature at a high pressure. There can also be used a method which comprises 
activating a carboxylic acid (4) with a phosphorus compound such as triphenylphosphine, diethyl 
chlorophosphate or the like and reacting the reaction product with a compound (6). 

As to the alkylhalocarboxylic acid used in the mixed acid anhydride method, there can be mentioned, 
for example, methyl chloroformate, methyl bromoformate, ethyl chloroformate, ethylbromoformate and 

60 isobutyl chloroformate. The mixed acid anhydride can be obtained by an ordinary Schotten -Baumann 
reaction and ordinarily, without being subjected to an Isolation procedure, is reacted with a compound (6), 
whereby a compound (7) can be produced. The Schotten-Baumann reaction is ordinarily conducted In the 
presence of a basic compound. The basic compound Is those conventionally used in the Schotten-Baumann 
reaction; and there can be mentioned organic bases such as triethylamlne, trimethylamine, pyridine, 

55 dimethylanillne, N-methylmorpholine, 4-dimethylaminopyridine, DSN, DBU, DABCO and the like, and 
inorganic bases such as potassium carbonate, sodium carbonate, potassium hydrogencarbonate, sodium 
hydrogencartjonate and the like. The reaction is conducted at about -20 to 100 "C, preferably 0-50 'C. 
The reaction time is about 5 minutes to 10 hours, preferably 5 minutes to 2 hours. The reaction between the 
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thus obtained mixed acid anhydride and the compound (6) is conducted at about -20 'C to 150*C, 
preferably 10-50' C for about 5 minutes to 10 hours, preferably about 5 minutes to 5 hours. The mixed acid 
anhydride method needs no solvent, but is generally conducted in a solvent. The solvent can be any of 
those conventionally used in the mixed acid anhydride method, and there can be specifically mentioned, for 

5 example, halogenated hydrocarbons such as methylene chloride, chloroform, dichloroethane and the like, 
aromatic hydrocarbons such as benzene, toluene, xylene and the like, ethers such as diethyl ether, 
dilsopropyl ether, tetrahydrofuran, dimethoxyethane and the like, esters such as methyl acetate, ethyl 
acetate and the like, and aprotic polar solvents such as dimethylformamide, dimethyl sulfoxide, hexamethyl- 
phosphoric triamlde and the like. In the above method, the amounts of the carboxylic acid (4), the 

10 alkylhalocarboxylic acid and the compound (6) used are ordinarily at least equlmolar, but preferably the 
alkylhalocarboxylic acid and the compound (6) are used each in an amount of 1-2 moles per 1 mole of the 
carboxylic acid (4). 

The active ester or active amide method (b), when a case of using, for example, ben20xazolin-2- * 
thionamlde is mentioned, is conducted by carrying out a reaction at 0-150°C, preferably 10-100' C for 0.5- 

75 75 hours in an appropriate solvent not affecting the reaction, for example, the same solvent as used in the 
above mixed acid anhydride method, or 1 -methyl-2-pyrrolidone. The amounts of the compound (6) and 
benzoxa2oIin-2-thionamide used are such that the latter is used in an amount of at least 1 mole, preferably 
1 -2 moles per 1 mole of the former. In a case using an N-hydroxysuccinimide ester, the reaction proceeds 
advantageously by using an appropriate base, for example, the same base as used in the carboxylic acid 

20 halide method to be described later. 

The carboxylic acid halide method (c) is conducted by reacting a carboxylic acid (4) with a halogenating 
agent to convert into a carboxylic acid halide and. after or without isolating and purifying the halide, reacting 
the halide with a compound (6). The reaction between the carboxylic acid halide and the compound (6) is 
conducted in an appropriate solvent in the presence or absence of a dehydrohalogenating agent. As to the 

25 dehydrohalogenating agent, there is ordinarily used a basic compound, and there can be mentioned the 
basic compounds used in the above Schotten-Baumann reaction, sodium hydroxide, potassium hydroxide, 
sodium hydride, potassium hydride, alkali metal alcholates (e.g. sodium methylate. sodium ethylate), etc. 
Incidentally, it is possible to use the compound (6) in an excessive amount to utilize the compound (6) also 
as a dehydrohalogenating agent. As the solvent, there can be mentioned, for example, water, alcohols (e.g. 

30 methanol, ethanol, propanol, butanol, 3-methoxy-1-butanol, ethyl cellosolve, methyl cellosolve), pyridine, 
acetone, acetonitrile and mixed solvents thereof, in addition to the same solvents as used in the above 
Schotten-Baumann reaction. The proportions of the compound (6) and the carboxylic acid halide used are 
not particularly restricted and can be selected from a wide range, but the latter is used in an amount of 
ordinarily at least 1 mole, preferably 1-5 moles per 1 mole of the former. The reaction is conducted 

35 ordinarily at about - 30* C to 180° C, preferably at about 0-1 50 and is complete generally in 5 minutes to 
30 hours. The carboxylic acid halide used is produced by reacting a carboxylic acid (4) with a halogenating 
agent in the presence or absence of a solvent. The solvent can be any as long as it gives no influence on 
the reaction, and includes aromatic hydrocarbons such as benzene, toluene, xylene and the like, haloge- 
nated hydrocarbons such as chloroform, methylene chloride, carbon tetrachloride and the like, ethers such 

40 as dioxane, tetra-hydrofuran, diethyl ether and the like, dimethylformamide, dimethyl sulfoxide, etc. As the 
halogenating agent, there can be used ordinary halogenating agents capable of converting the hydroxyl 
group of carboxylic group into a halogen, and there can be mentioned, for example, thionyl chloride, oxalyl 
chloride, phosphorus oxychloride, phosphorus oxybromide, phosphorus pentachloride and phosphorus 
pentabromide. The proportions of the carboxylic acid (4) and the halogenating agent used are not 

45 particularly restricted and can be selected appropriately; however, when the reaction is conducted in a 
solventless state, the latter is used ordinarily in a large excess relative to the former and, when the reaction 
is conducted in a solvent, the latter is used in an amount of ordinarily at least about 1 mole, preferably 2-4 
moles per 1 moie of the former. The reaction temperature and time are not particulariy restricted, either, but 
the reaction is conducted ordinarily at about room temperature to lOO'C. preferably at 50-80 'C for about 

50 30 minutes to 6 hours. 

The~m"etlTOd~wh7ch compnses activating a carboxylic acid (4) with a phosphorus compound such as 
triphenylphosphine, diethyl chlorophosphate, diethyl cyanophosphate or the like and then reacting the 
resulting product with a compound (6), is conducted in an appropriate solvent. The solvent can be any as 
long as It gives no influence on the reaction, and specifically includes halogenated hydrocarbons such as 

65 dichloromethane, chloroform, dichloroethane and the like, aromatic hydrocarbons such as benzene, toluene, 
xylene and the like, ethers such as diethyl ether, tetrahydrofuran, dimethoxyethane and the like, esters such 
as methyl acetate, ethyl acetate and the like, aprotic polar solvents such as dimethylformamide, dimethyl 
sulfoxide, hexamethylphosphoric triamide and the like, and so forth. In the reaction, the compound (6) per 
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se acts as a basic compound, and accordingly the reaction proceeds advantageously by using it in an 
amount larger than the stoichiometric amount; however, there may be used, as necessary, other basic 
compound, for example, an organic base (e.g. triethylamine, trimethylamine. pyridine, 
dimethylaminopyridine. DBN, DBU, DABCO) or an Inorganic base (e.g. potassium carbonate, sodium 

5 carbonate, potassium hydrogencarbonate, sodium hydrogencarbonate). The reaction is conducted at about 
O-ISC'C, preferably at about 0-1 00 and is complete in about 1-30 hours. The proportions of the 
phosphorus compound and carboxylic acid (4) used relative to the compound (6) are each ordinarily at least 
about 1 mole, preferably 1-3 moles per 1 mole of the compound (6). 

The reaction for converting the compound (7) into the compound (1b) can be conducted in a solventless 

10 state or in an appropriate solvent in the presence of a sulfurizing agent such as 2,4-bis(4-methoxyphenyl)- 
1,3-dithia-2,4-diphosphetan-2.4-disulfide (Lawesson's Reagent), phosphorus pentasulfide or the like. The 
solvent can be any of those used in the reaction between the compound (2) and the compound (4) in the 
above Reaction scheme-2. 

The proper amount of the sulfurizing agent used is ordinarily 0.5-2 moles, preferably 0.5-1 .5 moles per 

75 1 mole of the compound (7). 

The reaction is conducted ordinarily at 50-300 'C, preferably at about 50*C to 250 'C and is completed 
in about 1 -7 hours. 

The compound (2) as a starting material can be produced by. for example, the method of the following 
Reaction scheme-4 or -5. 

20 

[ React.ion schenie-4 ] 



25 r2 r2 

I Halogenat-ion . | 
R^C - CH, ^ R^C - CH - Y 

i 1 
O O 

30 

(8) (2) 



(wherein R^, and Y are the same as defined above). 
35 The halogenation reaction for the compound (8) can be conducted in an appropriate solvent in the 

presence of a halogenating agent. The halogenating agent can be exemplified by halogen molecules (e.g. 

bromine molecules, chlohne molecules). Iodine chloride, sulfuryl chloride, copper compounds (e.g. cuprous 

bromide) and N-halogenated succinimides (e.g. N-bromosuccinimide, N-chlorosuccinimide). The solvent can 

be exemplified by halogenated hydrocarbons (e.g. dichloromethane, dichloroethane, chloroform, carbon 
40 tetrachloride), fatty acids (e.g. acetic acid, propionic acid) and carbon disulfide. 

The proper amount of the halogenatmg agent used is ordinarily 1-10 moles, preferably 1-5 moles per 1 

mole of the compound (8). 

The reaction is conducted ordinarily at 0*C to the boiling point of the solvent used, preferably at about 

0" C to 100' C and is completed ordinanly m about 5 minutes to 20 hours. 

45 

[Reaction scheme-5] 



(10) R^ 



50 OR^ 

_ III 

Y,CCHY 

r3'h > R^'C - CHY 

(YCH2CO)20 B 

55 O 

(9) (11) 

(2a) 



26 



EP 0 513 387 A1 



(wherein and Y are the sanne as defined above; Yi represents a halogen atom; R^' represents the above- 
mentioned R^ other than a hydrogen atom, a lower alky I group, a lower alkoxycarbonyl-lower alky I group, a 
lower alkoxycarbonyl group, a carbamoyl-lower alkyi group, a phenyl-lower alkyi group which may have a 
lower alkoxy group as a substituent on the phenyl ring and hydroxy! groups as substituents on the lower 
5 alkyi group, a benzoyl group which may have a lower alkoxy group as a substituent on the phenyl ring, a 
phenyl-iower alkenyl group which may have a lower alkoxy group as a substituent on the phenyl ring, and 
an adamantyl group). 

The reaction between the compound (9) and the compound (10) or the compound (11) is generally 
called as Friedel-Crafts reaction and can be conducted in an appropriate solvent in the presence of a Lewis 

10 acid. The Lewis acid can be any one of Lewis acids generally used in said reaction, and can be exemplified 
by aluminum chloride, zinc chloride, iron chloride, tin chloride, boron tribromide, boron trifuloride and 
concentrated sulfuric acid. The solvent can be exemplified by carbon disulfide, aromatic hydrocarbons (e.g. 
nitrobenzene, chlorobenzene) and halogenated hydrocarbons (e.g. dichloromethane, dichloroethane, carbon 
tetrachloride, tetrachloroethane). The proper amount of the compound (10) or the compound (11) used is at 

75 least 1 mole, preferably 1-5 moles per 1 mole of the compound (9). The proper amount of the Lewis acid 
used is ordinarily 2-6 moles per 1 mole of the compound (9). 

The reaction is conducted ordinarily at 0-120* C, preferably at about 0-70 "C and is completed in about 
0.5-24 hours. 

The compound (3) as a starting material can be produced by, for example, the method of the following 
20 Reaction scheme-6 or -7. 

[Reaction scheme-6] 



25 



30 



S 
J 

r'^CNH^ (13) 
- CN > R^CNHp 

S 

(12) (3a) 



35 



(R^ is the same as defined above; R* represents a lower alkyi group). 

The reaction between the compound (12) and the compound (13) can be conducted in an appropriate 
solvent in the presence of an acid. 

The solvent can be any of those used in the reaction between the compound (2) and the compound (4) 
40 in the reaction scheme 2. 

The acid can be exemplified by mineral acids such as hydrochloric acid, hydrobromic acid, sulfuric acid 
and the like. 

The amount of the compound (13) used is ordinarily 1-5 moles, preferably 1-3 moles per 1 mole of the 
compound (12). 

45 The reaction is conducted ordinarily at room temperature to 200 "C, preferably at about room 
temperature to 150*C and is complete in about 1-15 hours. 



60 



[Reaction scheme-7 ] 



0 S 

55 - CNH^ » R^CNH2 

(14) (3b) 
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(wherein is the same as defined above). 

The reaction for converting the connpound (14) into the connpound (3b) can be conducted in an 
appropriate solvent in the presence of a sulfurlzing agent. 

The solvent can be any of those used in the reaction between the connpound (2) and the compound (4) 
5 in the reaction scheme 2. 

The sulfurizing agent can be exemplified by phosphorus pentasulfide and Lawesson's Reagent. 
The proper amount of the sulfurizing agent used is ordinarily 1-10 moles, preferably 1-2 moles per 1 
mote of the compound (14). 

The reaction is conducted ordinarily at room temperature to 150*C, preferably at about room 
10 temperature to 100* C and is complete in about 10 minutes to 5 hours. 

□ When in general formula (1), or R^ Is a 5-to 15- membered monocyclic, bicyclic or tricyclic 
heterocyclic residual group having at least one tertiary nitrogen atom, the compound (1) can be 
converted, by oxidation, into a corresponding compound where the at least one nitrogen atom of said 
heterocyclic residual group is converted into an oxide form (N -* O). Also, when in general formula 

76 (1), R^ or is a phenyl group having at least one lower alkylthio group, the phenyl group can be 

converted, by the oxidation under the same conditions, into a phenyl group having at least one lower 

alkylsulfinyl group or at least one lower alkylsulfonyl group. 

When the compound (1) has both of the above two groups (the 5- to 15-membered monocyclic, 

bicyclic or tricyclic heterocyclic residual group having at least one tertiary nitrogen atom and the 
20 phenyl group having at least one lower alkylthio group), then it is possible that the two groups be 

oxidized simultaneously under the above oxidation conditions. The oxidation product can be easily 

separated. 

These oxidation reactions can be conducted in an appropriate solvent in the presence of an 
oxidizing agent. The solvent can be exemplified by water, organic acids (e.g. formic acid, acetic acid, 

25 trifluoroacetic acid), alcohols (e.g. methanol, ethanol), halogenated hydrocarbons (e.g. chloroform. 

dichloromethane) and mixed solvents thereof. As to the oxidizing agent, there can be mentioned, for 
example, peracids (e.g. performic acid, peracetic acid, pertrifluoroacetic acid, perbenzoic acid, m- 
chloroperbenzoic acid, o-carbonylperbenzoic acid), hydrogen peroxide, sodium metaperiodate, bich- 
romic acid, bichromates (e.g. sodium bichromate, potassium bichromate), permanganic acid and 

30 permanganates (e.g. potassium permanganate, sodium permanganate). 

The proper amount of the oxidizing agent used is ordinarily at least 1 mole, preferably 1-2 moles 
per 1 mole of the starting material. The reaction is conducted ordinarily at 0-40 *€, preferably at about 
0* C to room temperature and is completed in about 1-15 hours. 

□ When in general formula (1). R^ or R^ is a 5-to 15-membered monocyclic, bicyclic or tricyclic 
35 heterocyclic residual group having at least one N-oxide group, the heterocyclic residual group can be 

converted into a 5- to 15- membered monocyclic, bicyclic or tricyclic heterocyclic residual group 
having at least one oxo group, by a reaction in a high-boiling solvent (e.g. tetralin, diphenyl ether, 
diethylene glycol dimethyl ether or acetic anhydride), ordinarily at 1 00-250 'C, preferably at about 
1 00-200 'C for about 1-10 hours, 

40 □ When in general formula (1). R^ or R^ is a 5-to 15-membered monocyclic, bicyclic or tricyclic 
heterocyclic residual group having at least one oxo group adjacent to the nitrogen atom of the 
heterocyclic hng, the compound (1) can be converted, by reduction, into a corresponding compound 
where said at least one oxo group is converted into a methylene group. 

The reduction can be conducted by, for example, catalytic hydrogenation in an appropriate 

45 solvent in the presence of a catalyst. As to the solvent, there can be mentioned, for example, water, 

acetic acid, alcohols (e.g. methanol, ethanol, isopropanol), hydrocarbons (e.g. hexane, cyclohexane), 
ethers (e.g. diethylene glycol dimethyl ether, dioxane, tetrahydrofuran, diethyl ether), esters (e.g. ethyl 
acetate, methyl acetate), aprotic polar solvents (e.g. dimethylformamide) and mixed solvents thereof. 
As to the catalyst, there can be used, for example, palladium, palladium black, palladium-carbon, 

60 platinum, platinum oxide, copper chromite and Raney nickel. The proper amount of the catalyst used 

is generally about 0.02-1 ffme the weight of the starting material. Desirably, the reaction temperature 
is ordinarily about -20 "C to 100" C, preferably about 0-70 'C and the hydrogen pressure is ordinarily 
1-10 atm. The reaction is complete generally in about 0.5-20 hours. The reduction may be conducted 
by catalytic hydrogenation, but can be conducted preferably by a method using a hydride reducing 

66 agent. As the hydride reducing agent, there can be mentioned, for example, lithium aluminum hydride, 

sodium boron hydride and diborane. The amount of the hydride reducing agent used is ordinarily at 
least 1 mole, preferably 1-15 moles per 1 mole of the starting compound. The reduction reaction is 
conducted ordinarily at about -60 to 150'C, preferably at -SO'C to 100'C for about 10 minutes to 
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10 hours, ordinarily using an appropriate solvent, for example, water, a lower alcohol (e.g. nnethanol, 
ethanol, isopropanol), an ether (e.g. tetrahydrofuran, diethyl ether, diisopropyl ether, diglyme) or a 
mixture thereof. The use of an anhydrous solvent such as diethyl ether, diisopropyl ether, 
tetrahydrofuran, diglynne or the like Is preferred when the reducing agent used is lithium aluminum 
5 hydride or diborane. 

□ When in the compound (1), or is a phenyl group having at least one lower alkoxy group or at 
least one lower alkoxy-substituted lower alkoxy group, the phenyl group can be converted into a 
phenyl group having at least one hydroxyl group, by a dealkylation reaction or a dealkoxyalkylation 
reaction. 

10 The dealkylation reaction is conducted by treating the compound (1) in the presence of a catalytic 

reduction catalyst (e.g. palladium-carbon, palladium black) at about 0-100' C at a hydrogen pressure 
of 1-10 atm. for about 0.5-3 hours in an appropriate solvent, for example, water, a lower alcohol (e.g. 
methanol, ethanol, isopropanol), an ether (e.g. dioxane, tetrahydrofuran), acetic acid or a mixed 
solvent thereof, or by heat-treating the compound (1) at 30-150" C, preferably 50-1 20 'C in a mixture 

15 of an acid (e.g. hydrobromic acid, hydrochloric acid) with a solvent (e.g. water, methanol, ethanol, 

isopropanol), whereby a compound (1) having a hydroxyl group as or R3 can be derived. A 
compound (1) having a hydroxyl group as R^ or R^ can also be obtained by hydrolysis. This 
hydrolysis is conducted in an appropriate solvent in the presence of an acid or a basic compound. As 
to the solvent, there can be mentioned, for example, water, lower alcohols (e.g. methanol, ethanol, 

20 isopropanol), ethers (e.g. dioxane, tetrahydrofuran). halogenated hydrocarbons (e.g. dichloromethane. 

chloroform, carbon tetrachloride), polar solvents (e.g. acetonitrile). fatty acids (e.g. acetic acid) and 
mixed solvents thereof. As to the acid, there can be mentioned, for example, mineral acids (e.g. 
hydrochloric acid, hydrobromic acid), organic acids (e.g. trifluoroacetic acid), Lewis acids (e.g. boron 
trifluoride, boron tribromide, aluminum chloride), iodides (e.g. sodium iodide, potassium Iodide) and 

25 mixtures between said Lewis acid and said iodide. As to the basic compound, there can be 

mentioned, for example, metal hydroxides such as sodium hydroxide, potassium hydroxide, calcium 
hydroxide and the like, the reaction proceeds favorably ordinarily at room temperature to 200 'C. 
preferably at room temperature to 150*C and is completed generally in about 0.5-50 hours. 

□ When in the compound (1). R^ or R^ is a phenyl group having at least one hydroxyl group, the phenyl 
30 group can be converted into a phenyl group having at least one lower alkoxy group or at least one 

lower alkoxy-substituted lower alkoxy group, by an alkylation reaction. The alkylation reaction can be 
conducted, for example, by reacting the compound (1) with an alkylating agent such as a dialky! 
sulfate (e.g. dimethyl sulfate), diazomethane or a compound represented by the general fonmula, 

35 Rsy (15) 

(wherein R^ is a lower alkyi group or a lower alkoxy-substituted lower alkyi group and Y represents a 
halogen atom) in an appropriate solvent in the presence of a basic compound. The solvent can be 
exemplified by alcohols such as methanol, ethanol, propanol and the like; ethers such as diethyl ether, 

40 tetrahydrofuran, dioxane. ethylene glycol monomethyl ether and the like; aromatic hydrocarbons such 

as benzene, toluene, xylene and the like; esters such as methyl acetate, ethyl acetate and the like; 
ketones such as acetone, methyl ethyl ketone and the like; polar solvents such as acetonitrile, 
dimethylformamide, dimethyl sulfoxide, hexamethylphosphoric triamide and the like; and mixed 
solvents thereof. The basic compound can be exemplified by inorganic bases such as sodium 

45 hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate, sodium hydrogencarbonate, 

potassium hydrogencarbonate, sodium hydride and the like; alkali metals such as metallic sodium, 
metallic potassium and the like; alkali metal alcoholates such as sodium ethylate, sodium ethylate and 
the like; and organic bases such as triethylamine, pyridine, N.N-dimethylanillne. N-methylmorpholine, 
4-methylaminopyridine, DBN, DBU, DABCO and the like. 

50 The proper amount of the alkylating agent used is at least 1 mole, preferably 1-5 moles per 1 

nrTote'o^the^ta^t^ng compound: 

The reaction is conducted ordinarily at 0-1 50 'C, preferably at about room temperature to 100'C 
and is completed In about 0.5-20 hours. 

□ When In the compound (1), or R^ is a phenyl group having at least one group selected from an 
65 alkoxycarbonyl group, a lower alkoxy-substituted lower alkoxycarbonyl group, a lower alkoxycarbonyl- 

substituted alkenyl group and a lower alkoxycarbonyl-lower alkyi group, or is a 5- to 15-membered 
monocyclic, bicyclic or tricyclic heterocyclic residual group having 1-2 nitrogen, oxygen or sulfur 
atoms, having at least one lower alkoxycarbonyl group, the R^ or R3 can be converted, by hydrolysis. 
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into a phenyl group having at least one group selected from a carboxy group, a carboxy-substituted 
lower alkenyl group and a carboxy-substituted lower alkyi group, or into a 5- to 15-membered 
monocyclic, bicyclic or tricyclic heterocyclic residual group having 1-2 nitrogen, oxygen or sulfur 
atoms, having at least one carboxy group. 

The hydrolysis reaction can be conducted under any conditions ordinarily employed in hydrolysis. 
It is specifically conducted in the presence of a basic compound (e.g. sodium carbonate, potassium 
carbonate, sodium hydroxide, potassium hydroxide or barium hydroxide), a mineral acid (e.g. sulfuric 
acid, hydrochloric acid or nitric acid), an organic acid (e.g. acetic acid or aromatic sulfonic acid) or the 
like in a solvent such as water, alcohol (e.g. methanol, ethanol or isopropanoi), ketone (e.g. acetone or 
methyl ethyl ketone), ether (e.g. dioxane or ethylene glycol dimethyl ether), acetic acid or the like, or 
in a mixed solvent thereof. The reaction proceeds ordinarily at room temperature to 200 'C, preferably 
at about from room temperature to 180*C and is completed generally in about 10 minutes to 30 
hours. 

When in the compound (1). or R^ .is a phenyl group having at least one amino group which may 
have a lower alky I group or a lower alkanoyi group, a phenyl group having, as a substituent on the 
phenyl ring, a group of the formula 



wherein and R^ together with the nitrogen atom being bonded thereto, form a 5- to 6-membered 
saturated heterocyclic ring having a secondary nitrogen atom, or a 5- to 15-membered monocyclic, 
bicyclic or tricyclic heterocyclic residual group having at least one secondary nitrogen atom, then the 
Ri or R3 can be converted, by an alkylation reaction, into a phenyl group which has at least one 
amino group having 1-2 lower alkyl groups or having a lower alkyI group and a lower alkanoyi group, 
a phenyl group having, as a substituent on the phenyl ring, a group of the formula 



wherein R« and R^, together with the nitrogen atom being bonded thereto, form a 5- to 6-membered 
saturated heterocyclic ring having a nitrogen atom to which a lower alkyl group is bonded, or a 5- to 
15-membered monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one nitrogen 
atom having a lower alkyl group as a substituent thereon. When the compound (1) has both of the 
above two groups (the phenyl group having at least one amino group, the 5- to 15-membered 
monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one secondary nitrogen 
atom, or the amino-lower alkyl group), it is possible that the two groups be alkylated simultaneously, 
and the alkylation product can be separated easily. 

The alkylation reaction is conducted by reacting the compound (1) with a compound represented 
by the general formula 



(wherein and Y are the same as defined above) in an appropriate inert solvent in the presence of a 
dehydrohalogenating agent. 

The inert solvent can be exemplified by halogenated hydrocarbons such as dichloromethane, 
cFiloroform ancTtlieTike; ether^such as tetrahyaroturan, diethyl ether and the like: aromatic hydrocar- 
bons such as benzene, toluene, xylene and the like; esters such as methyl acetate, ethyl acetate and 
the like; and polar solvents such as dimethylformamlde, dimethyl sulfoxide, hexamethylphosphoric 
triamide, acetonitrile, acetone, acetic acid, pyridine, water and the like. As the dehydrohalogenating 
agent, there can be mentioned, for example, organic bases such as triethylamine. trimethylamine. 
pyridine, dimethylaniline, N-methylmorpholine. 4-dimethylaminopyrldine, 4-(1-pyrrolidinyl)pyridine, 1,5- 
diazabicyclot4.3,0]nonene-5 (DBN). 1,8-diazabicyclo[5.4,0]undecene-7 (DBU), 1 .4-dia2abicyclo[2,2.2]- 
octane (DABCO), sodium acetate and the like, as well as inorganic bases such as sodium hydride. 




.8 
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potassium carbonate, sodium carbonate, potassium hydrogencarbonate, sodium hydrogencarbonate, 
potassium hydroxide, sodium hydroxide and the like. The proper amount of the compound (15) used 
is ordinarily at least 1 mole, preferably 1-3 moles per 1 mole of the starting material. The reaction is 
conducted ordinarily at about -20 'C to 150*C, preferably at 0-1 00 •C and is completed in about 5 
minutes to 1 5 hours. 

When in the compound (1), or is a phenyl group having at least one amino group which may 
have a lower alkyi group, a phenyl group having at least one hydroxy! group, a 5- to 15-membered 
monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one secondary nitrogen 
atom, a phenyl group having, as a substituent on the phenyl ring, a group of the formula 



-(A)^-n: 



wherein and , together with the nitrogen atom being bonded thereto, form a 5- to 6-membered 
saturated heterocyclic ring having a secondary nitrogen atom, or a phenyl group having at least one 
tetrahydropyranyloxy group having, as a substituent, at least one group selected from a hydroxyl 
group and a hydroxyl group-substituted lower alkyI group, the R^ or R^ can be converted, by a lower 
alkanoylation reaction, into a phenyl group having at least one amino group which has a lower 
alkanoyi group or has a lower alkanoyi group and a lower alky! group, a phenyl group having at least 
one alkanoyloxy group, a 5- to 15-membered monocyclic, bicyclic or tricyclic heterocyclic residual 
group having at least one nitrogen atom having a lower alkanoyi group as a substituent thereon, a 
phenyl group having, as a substituent on the phenyl ring, a group of the formula 



-(A)e-N, 



wherein R^ and R^, together with the nitrogen atom being bonded thereto, form a 5- to 6-membered 
saturated heterocyclic ring having a nitrogen atom to which a lower alkanoyi group is bonded, or a 
phenyl group having at least one tetrahydropyranyloxy group having, as a substituent, at least one 
group selected from a lower alkanoyloxy group and a lower alkanoyloxy group-substituted lower alkyI 
group. In the above reaction, when the compound (1) has the above three groups (the phenyl group 
having at least one amino group which may have a lower alkyI group, the phenyl group having at least 
one hydroxyl group and the 5- to 1 5-membered monocyclic, bicyclic or tricyclic heterocyclic residual 
group having at least one secondary nitrogen atom), it is possible that all of the three groups be 
alkanoylated simultaneously, and the alkanoylation product can be separated easily. 

The alkanoylation reaction is conducted by reacting the compound (1) with an alkanoylating agent, 
for example, a compound represented by the general formula, 

R^Y (16) 



or 



(R^)20 (17) 

(wherein R^ represents a lower alkanoyi group and Y is the same as above) in a solventless state or 
in an appropriate solvent in the presence or absence, preferably the presence of a basic compound. 
"As~to~the~appTapriafe solventr~there can be used, for example, tne aDove-mentioned aromatic 
hydrocarbons, lower alcohols (e.g. methanol, ethanol, propanol), DMF, DMSO, halogenated hydrocar- 
bons (e.g. chloroform, methylene chloride), acetone and pyridine. The basic compound can be 
exemplified by tertiary amines (e.g. triethylamine, pyridine), sodium hydroxide, potassium hydroxide 
and sodium hydride. The proper amount of the lower alkanoylation agent used is at least 1 mole, 
preferably 1-10 moles per 1 mole of the starting material. The reaction is conducted ordinarily at room 
temperature to 200 •C, preferably at room temperature to 150*C and is completed in about 0.5-15 
hours. 
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When in the conapound (1). or is a 5- to 15-memberecl monocyclic, bicyclic or tricyclic 
heterocyclic residual group having at least one secondary nitrogen atom, the R^ or can be 
converted Into a 5- to 15-membered monocyclic, bicyclic or tricyclic heterocyclic residual group 
having at least one nitrogen atom having a benzoyl group as a substituent thereon, by reacting the 
compound (1 ) with a compound represented by the general formula, 

R^Y (18) 

(wherein R^ represents a benzoyl group and Y represents a halogen atom). 

The reaction can be conducted under the same conditions as employed in the above alkylation 
reaction. 

When in the compound (1), R^ or R^ is a phenyl group having at least one carboxy group or a 5- to 
15-membered monocyclic, bicyclic or tricyclic heterocyclic residual group having 1-2 hetero atoms 
selected from a nitrogen atom, an oxygen atom and a sulfur atom, having at least one carboxy group, 
the R^ or R^ can be converted, by an esterification reaction, into a phenyl group having at least one 
alkoxycarbonyl group or at least one phenyl-lower alkoxycarbonyl group, or a 5- to 15-membered 
monocyclic, bicyclic or tricyclic heterocyclic residual' group having 1-2 hetero atoms selected from a 
nitrogen atom, an oxygen atom and a sulfur atom, having at least one lower alkoxycarbonyl group. 

The esterification reaction can be conducted by reacting the compound (1) with an alcohol such 
as methyl alcohol, ethyl alcohol, isopropyl alcohol, benzyl alcohol or the like, in the presence of a 
mineral acid (e.g. hydrochloric acid, sulfuric acid) and a halogenating agent (e.g. thionyl chloride, 
phosphorus oxychloride, phosphorus pentachloride, phosphorus trichloride) ordinarily at 0-150* C, 
preferably at 50-1 00 • C for about 1-10 hours. 

When in the compound (1), R^ or R^ is a phenyl group having a hydroxyl group and an amino group, 
the hydroxyl group and the amino group being adjacent to each other, the compound (1) can be 
converted into a compound (1) where R^ or R^ is benzoxazol-2-one, by reacting the former compound 
(1) with phosgene in an appropriate solvent in the presence of a basic compound. The basic 
compound and the solvent can each be any of those used in the reaction between the compound (2) 
and the compound (4) in the Reaction scheme-2. 

The reaction is conducted ordinarily at 0-1 00 'C, preferably at about 0-70 'C and is complete In 
about 1-5 hours. 

A compound (1) where R^ or R^ is a phenyl group having at least one amide group which may have a 
lower alkyl group as a substituent, can be obtained by reacting a compound (1) where R' or R^ is a 
phenyl group which may have at least one carboxy group, with an amine which may have a lower 
alkyl group as a substituent, under the same conditions as employed In the amide bonding formation 
reaction in the reaction scheme 3. 

A compound (1) where R^ or R^ is a benzoyl group which may have a lower alkoxy group as a 
substituent on the phenyl ring, when reduced by the same reduction using a hydride reducing agent 
as employed for the compound where R^ or R^ is a 5- to 15-membered monocyclic, bicyclic or 
tricyclic heterocyclic residual group having at least one oxo group adjacent to the nitrogen atom of the 
heterocyclic ring, can be converted into a compound (1) where R^ or R^ is a phenyl-lower alkyl group 
which may have a lower alkoxy group as a substituent on the phenyl ring and which has a hydroxyl 
group as a substituent on the lower alkyl group. 

A compound (1) where R^ or R^ is a benzyl group which may have a lower alkoxy group as a 
substituent on the phenyl ring, when oxidized under the same conditions as employed for the 
compound where R^ or R^ Is a 5- to 15-membered monocyclic, bicyclic or tricyclic heterocyclic 
residual group having at least one tertiary nitrogen atom, except that the reaction temperature is 
changed to ordinarily room temperature to 200*0, preferably room temperature to 150" C, can be 
converted into a compound (1) where R^ or R^ is a benzoyl group which may have a lower alkoxy 
group as a substituent on the phenyl ring. 
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[Reaction scheme- 8] 
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20 [wherein R\ R^, RS, rs and X are the sanne as defined above; R^° represents an alkoxy group, a tri-lower 
alkyi group-substituted silyloxy group, a lower alkyi group, a hydroxyl group, a lower alkenyloxy group, a 
lower alkylthio group, a phenyl group which may have a group selected from the group consisting of a 
thiazolyl group which may have, as a substituent on the thiazolyl group, a phenyl group which may have a 
lower alkoxy group on the phenyl ring, a carboxy group and a hydroxyl group, a lower alkylsulfinyl group, a 

25 lower alkylsulfonyl group, a halogen atom, a nitro group, a group of the formula, 



(wherein A, I , R^ and R^ are the same as above), a lower alkanoyi group, a lower aikanoyloxy group, an 
alkoxycarbonyl group, a cyano group, a tetrahydropyranyloxy group which may have 1-4 substituents 

35 selected from the group consisting of a hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower 
alkoxy group, a hydroxyl group- or lower aikanoyloxy group-substituted lower alkyi group and a lower 
aikanoyloxy group, an amidino group, a hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower 
alkoxy group, a carboxy-substituted lower alkoxy group, a mercapto group, a lower alkoxy-substltuted lower 
alkoxy group, a lower alkyi group having hydroxyl groups, a lower alkenyl group, an aminothiocarbonyloxy 

40 group which may have a lower alkyi group as a substituent, an aminocarbonylthio group which may have a 
lower alkyi group as a substituent, a lower alkanoyl-substituted lower alkyi group, a carboxy group, an 
amino-lower alkoxycarbonyl group which may have a lower alkyi group as a substituent, a group of the 
formula, 



(R21 and R2^, which may be the same or different, each represent a hydrogen atom or a lower alkyi group), 
a phenyl-lower alkoxycarbonyl group, a cycloalkyi group, a lower alkynyl group, a lower alkoxycarbonyl- 
substituted lower alkyi group, a carboxy-substituted alkyi group, a lower alkoxycarbonyl-substituted lower 
65 alkenyl group, a carboxy-substituted lower alkenyl group, an amino-lower alkoxy group which may have a 
lower alkyi group as a substituent, an amino-lower alkoxy-substltuted lower alkyi group which may have a 
lower alkyi group as a substituent. an amino-lower alkoxycarbonyl-substituted lower alkyi group which may 
have a lower alkyi group as a substituent. a lower alkylsulfonyloxy group which may have a halogen atom. 
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or a lower alkoxy-substltuted lower alkoxycarbonyl group) m and are each represent 0 or an integer of 1- 
3.] 

The reaction between the connpound (1c) and the compound (19) can be conducted by, for example, 
® a method (Mannich reaction) wherein the compound (1c) is reacted with 



70 



r8 



r9 



NH (19) 



(RS and are the same as defined above) and formaldehyde, or 

@ a method wherein the compound (1c) is reacted with a compound (20), 



IS 



CH2(N 



(20) 



20 The method ® is conducted by reacting the compound (1c), the compound (19) and formaldehyde in 
an appropriate solvent in the presence or absence of an acid. The solvent can be any of those ordinarily 
used in the Mannich reaction, and can be exemplified by water, alcohols (e.g. methanol, ethanol, 
isopropanol), alkanoic acids (e.g. acetic acid, propionic acid), acid anhydrides (e.g. acetic anhydride), plar 
solvents (e.g. acetone, dimethylformamide) and mixed solvents thereof. The acid can be exemplified by 

25 mineral acids (e.g. hydrochloric acid, hydrobromic acid) and organic acids (e.g. acetic acid). As the 
formaldehyde, there are ordinarily used an aqueous solution containing 20-40% by weight of formaldehyde, 
a formaldehyde trimer, a formaldehyde polymer (paraformaldehyde), etc. The proper amount of the 
compound (19) used is ordinarily at least 1 mole, preferably 1-5 moles per 1 mole of the compound (1c). 
The proper amount of formaldehyde used is at least 1 mole per 1 mole of the compound (1c) and ordinarijy 

30 a large excess relative to the compound (1c). The reaction proceeds ordinarily at 0-200* C, preferably at 
about room temperature to 150* C and is completed in about 0.5-10 hours. 

The method @ is conducted by carrying out the reaction in the presence of an acid in an appropriate 
solvent or without solvent. The acid can be exemplifed by mineral acids (e.g. hydrochloric acid, 
hydrobromic acid, sulfuric acid) and organic acids (e.g. acetic acid, acetic anhydride), preferably acetic 

35 anhydride. The solvent can be any of those used in the method ® . The proper amount of the compound 
(20) used is ordinarily at least 1 mole, preferably 1-5 moles per 1 mole of the compound (1c). The reaction 
is conducted ordinarily at 0-1 50 'C, preferably at about room temperature to 100*C and is completed in 
about 0.5-5 hours. 

In said reaction, when represents a group of the formula. 

40 

OH 



there may also be formed, in some cases, a reaction product between the group of in compound (1c) 
60 with compound (19) or the compound (20), and such product, c an easily be separated from the reaction 
mixture. ~ 
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[ Reaction scheine-9 ] 



TO 



75 




(IC) (Id') 

20 

(wherein R^, R^, R^, R^, R^°. m. m* and X are the same as defined above). 

The reaction for converting the compound (1c') into a compound (1d') can be conducted under the 
same conditions as employed in the reaction for convering the compound (1c) into a compound (Id) in the 
Reaction scheme-8. 
25 In said reaction, when R^ represents a group of the formula. 



30 




35 there may also be formed, in some cases, a reaction product of the group of R^ in compound (1c') with 
compound (19) or the compound (20). and such product, can easily be separated from the reaction mixture. 



[Reaction scheme-lO] 

40 




(le) (If) 
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10 




(19) 



COOH 




75 



(le- ) 



(If) 



(wherein R^ R^, R3, R9,Rio. and X are the same as defined above; n represents 0 or an integer of 1-4). 

The reaction between the compound (1e) and the compound (19) and the reaction between the 
compound (le') and the compound (19) can be conducted under the same conditions as employed in the 
20 reaction between the compound (6) and the compound (4) in the Reaction scheme-3. 



25 



[Reaction scheme-11) 



30 



35 




CON 




"3° 



CHpNx 



(If) 



(ig) 



40 



45 



50 




55 



(If) 



(ig-) 



(wherein R\ R^, R^, R^ R^. R^°, n and X are the same as defined above). 

The reaction for converting the compound (If) into a compound (Ig) and the reaction for converting the 
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compound (if) Into a compound (lg*) can be conducted under the same conditions as employed in the 
above-mentioned reduction reaction for the compound (1) where or is a 5- to 15- membered 
monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one oxo group adjacent to the 
nitrogen atom of the heterocyclic ring. 

5 

[Reaction scheine-12 ] 



10 



75 



20 



25 



30 



35 




40 

(wherein R\ R^, Rs, Rs, R^o^ x and n are the same as defined above; represents a halogen atom or a 
lower alkylsulfonyloxy group which may have a halogen atom). 

The reaction between the compound (1h) and the compound (19) and the reaction between the 
compound (1h') and the compound (19) are conducted In an appropriate inert solvent in the presence or 

45 absence of a basic compound. The inert solvent can be exemplified by halogenated hydrocarbons such as 
dichloromethane. chloroform and the like; ethers such as tetrahydrofuran. diethyl ether and the like; 
aromatic hydrocarbons such as benzene, toluene, xylene and the like; esters such as methyl acetate, ethyl 
acetate and the like; and polar solvents such as dimethylformamide, dimethyl sulfoxide, hexamethyl- 
phosphoric triamide. acetonitrile, acetone, acetic acid, pyridine, water and the like. As to the basic 

60 compound, there can be mentioned, for example, organic bases such as triethylamine, trimethylamine, 
pyridin^^ dimethylaniline, N-metnyimorpnol fne;^ 4-dimetlTyiaminopyridine, 4-(l -pyrrolidlnyl)pyridine, 1,5- 
dia2abicyclo[4,3.0]nonene-5 (DBN), l,8-diazabicyclo[5,4,0]undecene-7 (DBU), 1 ,4-diazabicyclo{2,2,2]octane 
(DABCO), sodium acetate and the like; and inorganic bases such as sodium hydride, potassium carbonate, 
sodium carbonate, potassium hydrogencarbonate, sodium hydrogencarbonate, potassium hydroxide, sodium 

55 hydroxide and the like. The proper amount of the compound (19) used is ordinarily at least 1 mole, 
preferably 1-3 moles per 1 mole of the compound (Ih)'or the compound (1h'). The reaction is conducted 
ordinarily at about -20 to 180'C, preferably at 0-1 50 and is completed in about 5 minutes to 15 
hours. The reaction proceeds favorably when a catalyst such as copper powder or the like is added. 
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[Reaction scheine-13 ] 



>10d 




10 



NH2NH2 

(21) 




75 



(Ik) 



20 



(wherein and X are the same as defined above; R^°^ and each represent a lower alkoxycarbonyl 
group). 

The reaction between the compound (ij) and the compound (21) is conducted in an appropnate solvent 
in a sealed tube. The solvent can be any of those used in the reaction between the compound (2) and the 
compound (3) in the Reaction scheme-1. The proper amount of the compound (21) used is at least 1 mole 
per 1 mole of the compound (1j) and is ordinarily a large excess relative to the compound (Ij). The reaction 
is conducted ordinarily at 50-200* C. preferably at about 50-150° C and is completed in about 10-50 hours. 



25 
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[Reaction scheine-14] 

5 



10 



15 



20 



25 



30 




(!«') (Im') 

35 

(wherein R\ PF, R^. R^. R^. R^o. X. n and Y are the same as defined above; A* represents a lower alkylene 
group). 

The reaction between the compound (U) and the compound (19) and the reaction between the 
40 compound (IT) and the compound (19) are conducted in an appropriate inert solvent in the presence of a 
dehydrohalogenating agent. The inert solvent can be exemplified by halogenated hydrocarbons such as 
dichloromethane, chloroform and the like; ethers such as tetrahydrofuran, diethyl ether and the like; 
aromatic hydrocarbons such as benzene, toluene, xylene and the like; esters such as methyl acetate, ethyl 
acetate and the like; polar solvents such as dimethylformamide, dimethyl sulfoxide, hexamethylphosphoric 
45 triamide. acetonitrile, acetone, acetic acid, pyridine, water and the like; and mixed solvents thereof. As to the 
dehydrohalogenating agent, there can be mentioned, for example, organic bases such as triethylamine. 
trimethylamlne, pyridine, dimethylaniline, N-methylmorpholine, 4-dlmethylaminopyridine, 4-(1-pyrrolidinyl)- 
pyridine, 1 ,5-dia2abicyclo[4,3,0]nonene-5 (DBN), 1 ,8-diazabicyclo[5.4,0]undecene-7 (DBU), 1 ,4-diazabicyclo- 
[2,2,2]octane (DABCO), sodium acetate and the like; and inorganic bases such as sodium hydride, 
50 potassium carbonate, sodium carbonate, potassium hydrogencarbonate, sodium hydrogencarbonate, potas- 

slum hydroxide, sodium hydroxide^nd the like. The proper amount orthe compound (Ty) usea is ordinaniy 

at least 1 mole, preferably 1-3 moles per 1 mole of the compound (1 1) or the compound (1 Jt*). The reaction 
Is conducted ordinarily at about -20 'C to 150*C, preferably at 0-lOO*C and Is completed in about 5 
minutes to 20 hours. 

55 
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[Reaction scheme-15] 



6 




12 



(IP') 

45 (wherein R\R^, X and Y are the same as defined above; R^^ represents a phenyl group which may have a 
lower alkoxy group as a substituent on the phenyl ring). 

The reaction between the compound (1n) and the compound (22) and the reaction between the 
compound (in") and the compound (22) can be conducted in an appropriate solvent generally at -70 *C to 
room temperature, preferably at about -30 to room temperature for 1-6 hours. The solvent can be 

60 exemplified by ethers such as diethyl ether, dioxane, tetrahydrofuran and the like; aromatic hydrocarbons 
such as benzene, toluene and the like; and saturated hydrocarbons such as hexane, heptane, pentane, 
cyclohexane and the like. The proper amount of the compound (22) used is at least 1 mole, preferably 1-2 
moles per 1 mole of the compound (in) or the compound (ln'). The reaction for converting the compound 
(1o) into a compound (1p) and the reaction for converting the compound (1o*) into a compound (1p') are 

56 conducted In an appropriate solvent in the presence of an oxidizing agent. The oxidizing agent can be 
exemplified by DDQ, pyridinium chromates (e.g. pyridinium chlorochromate, pyridinium dichlorochromate), 
dimethyl sulfoxide-oxalyl chloride, bichromic acid, bichromates (e.g. sodium bichromate, potassium bichro- 
mate), permanganic acid, and penmanganates (e.g. potassium permanganate, sodium permanganate). The 
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solvent can be exemplified by water; organic acids such as formic acid, acetic acid, trifluoroacetic acid and 
the like; alcohols such as methanol, ethanol and the like; halogenated hydrocarbons such as chloroform, 
dichloromethane and the like; ethers such as tetrahydrofuran, diethyl ether, dioxane and the like; dimethyl 
sulfoxide; dimethylformamide; and mixed solvents thereof. Desirably, the oxidizing agent is ordinarily used 
5 in a large excess relative to the starting material. The reaction is conducted ordinarily at about 0-150 
preferably at about 0-100* C and is completed in about 1-7 hours. 



[ Reaction scheine-16 ] 

10 




(In') (iq') 

35 (wherein R\ R^, and X are the same as defined above; R^^, R^* and R^^ are each represents a phenyl 
group or a lower alkyi group; R^^ represents a phenyl-lower alkyi group which may have a lower alkyi group 
as a substituent on the phenyl ring). 

The reaction between the compound (1n) and the compound (23) and the reaction between the 
compound (1n') and the compound (23) are each a so-called Witting reaction. The reaction is conducted in 

40 a solvent in the presence of a basic compound. The basic compound can be exemplified by inorganic 
bases such as metallic sodium, metallic potassium, sodium hydride, sodium amide, sodium hydroxide, 
potassium hydroxide, sodium carbonate, potassium carbonate, sodium hydrogencarbonate and the like; 
metal alcoholates such as potassium ter-butoxide, sodium methylate, sodium ethylate and the like; lithium 
salts such as methyllithium, n-butyllithium, phenyllithium and the like; and organic bases such as pyridine, 

45 piperidine, quinoline, triethylamine, N,N-dimethyianiline and the like. The solvent can be any as long as it 
gives no adverse effect to the reaction, and there can be mentioned, for example, ethers (e.g. diethyl ether, 
dioxane, tetrahydrofuran, monoglyme, diglyme), armatic hydrocarbons (e.g. benzene, toluene, xylene), 
aliphatic hydrocarbons (e.g. n-hexane, pentane, heptane, cyclohexane), amines (e.g. pyridine, N,N- 
dimethylaniline) and aprotic polar solvents (e.g. dimethylformamide, dimethyl sulfoxide, hexamethyl- 

50 phosphoric triamide). The proper amount of the compound (23) used is ordinarily at least about 1 mole, 
pFreferabty about 1-5 nrrol^sn^BT^TTnole orthe compound (in) or tne compouna (in'), ihe proper reaction 
temperature is ordinarily about -70 'C to 1 50 'C, preferably about -50 'C to 120*C. The reaction is 
complete generally In about 0.5-15 hours. 

55 
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[Reaction scheine-17] 

5 



10 



IS 




'° (25) (ir) 

(wherein A'. Y. R\ and X are the same as defined above; Y'represents a halogen atonn;. R^^ represents a 
piperazinyl group which may have a lower alkyi group as a substltuent on the piperazine ring). 
25 The reaction between the compound (24) and the compound (3) can be conducted under the same 
conditions as employed for the reaction between the compound (2) and the compound (3) in the above 
Reaction scheme-1. The reaction between the compound (25) and the compound (26) can be conducted 
under the same conditions as employed for the reaction between the compound (11') and the compound 
(19) in the above Reaction scheme-1 4. 

30 

[Reaction scheine-18] 

36 



40 




(is) (It) 

45 (wherein R\ R^ and X are the same as defined above; R^^ and R2° are each the same or different, and are 
each represents a hydrogen atom or a lower alkyt group). 

The reaction between the compound (Is) and the compound (30) can be conducted by, for example, 
® a method wherein the compound (1 s) is reacted with 

50 




(30) 



65 

(R^^ and R^ are the same as defined above) and formaldehyde (i.e., Mannich reaction), or 
(2) a method wherein the compound (1 s) is reacted with 
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CH2N (N< )2 (31) 



(R^^ are R^^ are the same as defined above). 
• The method (1) is conducted by reacting the compound (Is), the compound (30) and formaldehyde in 
an appropriate solvent in the presence or absence of an acid. The solvent can be any of those ordinarily 

10 used in the Mannich reaction, and can be exemplified by water, alcohols (e.g. methanol, ethanol, 
isopropanol), alkanoic acids (e.g. acetic acid, propionic acid), acid anhydrides (e.g. acetic anhydride), polar 
solvents (e.g. acetone, dimethylformamide) and mixed solvents thereof. The acid can be examplified by 
mineral acids (e.g. hydrochloric acid, hydrobromic acid) and organic acids (e.g. acetic acid). As the 
formaldehyde, there are ordinarily used an aqueous solution containing 20-40% by weight of formaldehyde, 

15 a formaldehyde trimer, a formaldehyde polymer (paraformaldehyde), etc. The proper amount of the 
compound (30) used is ordinarily at least 1 mole, preferably 1-5 moles per 1 mole of the compound (Is). 
The proper amount of formaldehyde used is at least 1 mole per 1 mole of the compound (Is) and ordinarily 
a large excess amount relative to the compound (1s). The reaction proceeds ordinarily at 0-200 •C. 
preferably at about room temperature to 150' C and is complete in about 0.5-10 hours. 

20 The method (§) is conducted by carrying out the reaction in the presence of an acid in an appropriate 
solvent or without solvent. The acid can be exemplified by mineral acids (e.g. hydrochloric acid, 
hydrobromic acid, sulfuric acid) and organic acids (e.g. acetic acid, acetic anhydride). Acetic anhydride is 
preferred. The solvent can be any of those used in the method (1). The proper amount of the compound 
(31) used is ordinarily at least 1 mole, preferably 1-5 moles per 1 mole of the compound (Is). The reaction 

25 is conducted ordinarily at 0-1 50 "C. preferably at about room temperature to 100'C and is complete in 
about 0.5-5 hours. 

□ When in general formula (1), or R^ is a phenyl group having at least one nitro group as a 
substituent on the phenyl ring, then R^ or R^ can be converted, by reduction, into a phenyl group 
having at least one amino group as a substituent on the phenyl ring. The reduction reaction can be 

30 conducted under the same conditions as employed in the above-mentioned catalytic reduction 

reaction for the 0x0 group adjacent to the nitrogen atom of the heterocyclic ring. The reduction 
reaction can also be conducted by using a reducing agent such as mentioned below. As to the 
reducing agent, there can be mentioned, for example, a mixture of iron. zinc, tin or stannous chloride 
with an acid (e.g. acetic acid, hydrochloric acid, sulfuric acid), or a mixture of iron, ferrous sulfate, zinc 

35 or tin with an alkali metal hydroxide (e.g. sodium hydroxide), a sulfide (ammonium sulfide), ammonia 

water, or an ammonium salt (e.g. ammonium chloride). The inert solvent can be exemplified by water, 
acetic acid, methanol, ethanol and dioxane. The conditions of the reduction reaction can be suitably 
selected depending upon the type of the reducing agent used. For example, when the reducing agent 
is a mixture of stannous chloride with hydrochloric acid, the reaction can be advantageously 

40 conducted at about CC to room temperature for about 0.5-10 hours. The amount of the reducing 

agent used is at least 1 mole, ordinarily 1-10 moles per 1 mole of the starting material. 

□ When in the compound (1), R^ or R^ is a phenyl group having at least one hydroxyl group as a 
substituent on the phenyl ring, then R^ or R^ can be converted, by reaction with a tetrahydrofuran 
derivative (27), having at least one hydroxyl group as substituent(s), into a phenyl group having at 

45 least one substituted- or unsubstituted-tetrahydropyranyloxy group as the substituent on the phenyl 

ring. The reaction can be conducted In an appropriate solvent (e.g. tetrahydrofuran, diethyl ether, 
dioxane) in the presence of a phosphorus compound (e.g. triphenylphosphine) and an azo compound 
(e.g. diethyl azocarboxylate) ordinarily at 0-1 00 'C. preferably at about 0-70 *C for about 1-20 hours. 
The compound (27) is desirably used in an amount of at least 1 mole, preferably 1-2 moles per 1 

50 mole of the strating material. 

a— When In the compound (1), R^ or^ R^ Is a phenyl group having, as substituent(s) on the phenyl ring, at 
least one tetrahydropyranyloxy group having at least one lower alkanoyloxy group, then R^ or R^ can 
be converted, by hydrolysis, into a phenyl group having, as substituent(s) on the phenyl ring, at least 
one tetrahydropyranyloxy group having at least one hydroxyl group. The hydrolysis reaction can be 

55 conducted in an appropriate solvent in the presence of a basic compound. The basic compound can 

be exemplified by sodium carbonate, potassium carbonate, sodium hydroxide, potassium hydroxide, 
barium hydroxide and alkali metal alcoholates (e.g. sodium methylate, sodium ethylate). The solvent 
can be exemplified by water; alcohols such as methanol, ethanol. isopropanol and the like; ethers 
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such as tetrahydrofuran, dioxane, dimethoxyethane and the like; halogenated hydrocarbons such as 
chloroforna, dichloronnethane, carbon tetrachloride and the like; dimethylfornnamide, dimethyl sulfoxide, 
hexamethylphosphoric triannide and mixed solvents thereof. The above reaction proceeds ordinarily at 
about 0-200 *C, preferably at about room temperature to 150'C and is complete generally in about 
0.5-15 hours. 

When in the compound (1), or is a phenyl group having at least one hydroxyl group as a 
substltuent on the phenyl ring, then R^ or R^ can be converted, by reaction with a compound of the 
formula (28), 

YSO3H (28) 

(Y Is the same as defined above), into a phenyl group having at least one hydroxysulfonyloxy group 
as a substltuent on the phenyl ring. The reaction can be conducted under the same conditions as 
employed in the reaction between the compound (11) and the compound (19) In the Reaction 
scheme-14. Preferably, the amount of the compound (28) used Is ordinarily in a large excess amount 
relative to the starting material. 

When in the compound (1), or R^ Is a phenyl group having at least one hydroxyl as a substltuent 
on the phenyl ring, then R^ or R^, can be converted, by reaction with a compound of the formula (29), 

Risy (29) 

(R^^ represents a lower alkoxycarbonyl-substituted lower alkyi group, a lower alkenyl group or a 
thiocarbamoyi group which may have a lower alkyI group as a substltuent; and Y is the same as 
defined above) or with a compound of the formula (30), 

(R25 302)20 (30) 

(R25 represents a lower alkyI group which may have halogen atoms), into a phenyl group having, on 
the phenyl ring, at least one substltuent selected from a group of the formula, -OR^^ (R^^ is the same 
as defined above) and a group of the formula, R^^SOa" (R^ is the same as defined above). The 
reaction can be conducted under the same conditions as employed in the reaction of the compound 
(H) with the compound (19) In the Reaction scheme-14. 

When in the compound (1), R^ or R^ is a phenyl group having at least one lower alkenyloxy group as 
a substituent on the phenyl ring, then R^ or R^ can be converted, by the Claisen rearrangement, into a 
phenyl group having, on the phenyl ring, at least two substituents selected from a hydroxyl group and 
a lower alkenyl group. The reaction can be conducted by heating in an appropriate solvent. The 
solvent can be exemplified by one having high-boiling point such as dimethylformamide, 
tetrahydronaphthalene, o-dichlorobenzene, N,N-dimethylanlline, N,N-dlethylanillne and diphenyl ether. 
The reaction is conducted ordinarily at 1 00-250 •C, preferably at 150-250-0 and Is completed In 
about 1 -30 hours. 

When in the compound (1), R^ or R^ is a phenyl group having, as substituent(s) on the phenyl ring, a 
thiocarbamoyloxy group which may have a lower alkyI group, then R^ or R^ can be converted, by 
heating, Into a phenyl group having, as substltuent(s on the phenyl ring, at least one aminocarbonyl- 
thio group which may have a lower alkyI group as a substituent. The reaction is conducted in the 
absence of a solvent ordinarily at 1 00-250 'C, preferably at 1 50-250 'C and is completed in about 1- 
10 hours. 

When In the compound (1), R^ or R^ is a phenyl group having, as substltuent(s) on the phenyl ring, at 
least one aminocarbonylthio group which may have a lower alkyI group, then R^ or can be 
converted into a phenyl group having at least one mercapto group as a substituent on the phenyl ring, 
by hydrolysis under the same conditions as employed in the hydrolysis reaction for the compound (1) 
where R' or is a phenyl group having at least one lower alkoxycarbonyl group. 
When in the compound (1), R^ or R^ is a phenyl group having at least one nitro group, as substituent- 
(s) on the phenyl ring, then R^ or R^ can be converted, by reduction, into a phenyl group having at 
least one amino group, as substituent(s) on the phenyl ring. 

The reduction reaction is conducted by, for example, ® reduction in an appropriate solvent using 
a catalytic reduction catalyst or (g) reduction in an appropriate inert solvent using, as a reducing 
agent, for example, a mixture between a metal or a metal salt and an acid, or between a metal or a 
metal salt and an alkali metal hydroxide, ammonium sulfide or the like. 
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In the case ® using a reduction catalyst, the solvent includes, for example, water; acetic acid; 
alcohols such as methanol, ethanol, isopropanol and the like; halogenated hydrocarbons such as 
dichloromethane, chloroform, dichloroethane and the like; hydrocarbons such as hexane, cyclohexane 
and the like; ethers such as dioxane, tetrahydrofuran, diethyl ether, diethylene glycol dimethyl ether 

5 and the like; esters such as ethyl acetate, methyl acetate and the like; aprotic polar solvents such as 

N,N-dlmethylformamide and the like; and mixed solvents thereof. The catalytic reduction catalyst 
includes, for example, palladium, palladium black, paliadium-carbon, platinum, platinum oxide, copper 
chromlte and Raney nickel. The proper amount of the catalyst used is generally about 0.02-1 time the 
weight of the starting material. Desirably, the reaction temperature is ordinarily about -20' C to 150*C, 

10 preferably about 0-1 00 and the reaction pressure is ordinarily 1-10 atom. The reaction is 

completed generally in about 0.5-10 hours. An acid such as hydrochloric acid or the like may be 
added in the reaction. 

In the case @, there is used, as a reducing agent, a mixture of iron, zinc, tin or stannous chloride 
with a mineral acid such as hydrochloric acid, sulfuric acid or the like, or a mixture of iron, ferrous 

15 sulfate, zinc or tin with an alkali metal hydroxide (e.g. sodium hydride), a sulfide (e.g. ammonium 

sulfide), ammonia water or an ammonium salt (e.g. ammonium chloride). The inert solvent can be 
exemplified by water, acetic acid, methanol, ethanol and dioxane. The conditions for the reduction 
reaction can be suitably selected depending upon the type of the reducing agent used. For example, 
when the reducing agent is a mixture of stannous chloride with hydrochloric acid, the reaction can be 

20 conducted advantageously at about 0 • C to room temperature for about 0.5-70 hours. The amount of 

the reducing agent is at least 1 mole, ordinarily 1-5 moles per 1 mole of the starting material, 
o When in the compound 91), or R^ is a phenyl group having at least one lower alkenyl group as a 
substituent on the phenyl ring, then or R^ can be converted, by oxidation, into a phenyl group 
having, as substituent(s) on the phenyl ring, at least one lower alkyi group having two hydroxy! 

25 groups. 

The reaction can be conducted by reacting the compound (1) with an oxidizing agent in the 
presence of a co-oxidizing agent in an appropriate solvent. 

As to the solvent used in the reaction with an oxidizing agent, there can be mentioned, for 
example, ethers such as dioxane, tetrahydrofuran, diethyl ether and the like; aromatic hydrocarbons 

30 such as benzene, toluene, xylene and the like; halogenated hydrocarbons such as dichloromethane, 

dichloroethane, chloroform, carbon tetrachloride and the like; esters such as ethyl acetate and the like; 
water; alcohols such as methanol, ethanol, isopropanol, tert-butanol and the like; and mixed solvents 
thereof. The co-oxidizing agent can be exemplified by organic amine N-oxides such as pyridine N- 
oxide, N-ethyldiisopropylamine N-oxIde, 4-methylmorpholine N-oxide, trimethylamine N-oxide, 

35 triethylamine N-oxide and the like. The oxidizing agent can be exemplified by osmium tertoxide. The 

proper amount of the oxidizing agent used is ordinarily 1 mole, preferably 1-5 moles per 1 mole of the 
starting compound. The reaction is conducted at -20 to 150'C. preferably at room temperature to 
100* C and is complete generally in about 1-15 hours. 

When in the compound (1), R^ or R^ Is a phenyl group having at least one lower alkenyl group as 

40 substituent(s) on the phenyl ring, then R^ or R^ can be converted, by oxidation, into a phenyl group 

having, as substituent(s) on the phenyl ring, at least one lower alkanoyi group-substituted lower alkyI 
group or at least one lower alkanoyi group. The reaction can be conducted in an appropriate solvent 
in the presence of an oxidizing agent. As to the solvent, there can be mentioned, for example, ethers 
such as dioxane, tetrahydrofuran, diethyl ether and the like; aromatic hydrocarbons such as benzene, 

45 toluene, xylene and the like; halogenated hydrocarbons such as dichloromethane, dichloroethane, 

chloroform, carbon tetrachloride and the like; esters such as ethyl acetate and the like; water; alcohols 
such as methanol, ethanol, isopropanol, tert-butanol and the like; and mixed solvents thereof. The 
oxidizing agent can be exemplified by ozone and osmium tetroxide-sodium metaperiodate. The 
reaction is conducted at 20-150" C, preferably at about 00-1 00 "C and is complete generally in about 

50 1-20 hours. 

u When in the compound (1), R' or is a pnenyi group naving at least one formyi group-substituted 
lower alkyI group as substituent(s) on the phenyl, then R^ or R^ can be converted, by reduction, into a 
phenyl group having at least one lower alkyI group having hydroxyl groups, as substituent(s) on the 
phenyl ring. The reduction can be conducted under the same conditions as employed in the reduction 
55 reaction using a hydride reducing agent, for the compound (1) where R^ or R^ is a 5- to 15-member©d 

monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one oxo group adjacent to 
the nitrogen atom of the heterocyclic ring. 

□ When in the compound (1), R' or R^ is a phenyl group having at least one nitril© group or at least one 
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carbamoyl group as substituent(s) on the phenyl ring, or a 5- to 15-membered monocyclic, bicyclic or 
tricyclic heterocyclic residual group having 1-2 hetero atoms selected from a nitrogen atom, an 
oxygen atom and a sulfur atom, having at least one nitrile group or at least one carbamoyl group as 
substituent(s). then or can be converted, by hydrolysis, into a phenyl group having at least one 
carboxy group as substituent(s) on the phenyl ring, or a 5- to 15-membered monocyclic, bicyclic or 
tricyclic heterocyclic residual group having 1-2 hetero atoms selected from a nitrogen atom, an 
oxygen atom and a sulfur atom, having at least one carboxy I group as substituent(s). The hydrolysis 
reaction can be conducted under the same conditions as employed in the hydrolysis reaction for the 
compound 91) where R^ or is a phenyl group having at least one alkoxycarbonyl group. 
When in the compound (1), or R^ is a phenyl group having, as substituent(s) on the phenyl ring, at 
least one group of the formula, 



.8a 



.9a 



(A and 1 are the same as above; R®^ represents a lower alkanoyi group; R®* represents a hydrogen 
atom, aTower alkyi group, a lower alkanoyi group, an amino-lower alkyi group which may have a lower 
alkyi group as a substituent, or a piperidinyl-lower alkyi group), then R' or R^ can be converted, by 
hydrolysis, into a phenyl group having, as substltuent(s) on the phenyl ring, at least one group of the 
formula, 

-(A)i-NH-R^* 

(A, i and P?^ are the same as defined above). The hydrolysis reaction can be conducted under the 
s'am'e conditions as employed in the hydrolysis reaction for the compound (1) where R^ or R^ is a 
phenyl group having at least one lower alkoxycarbonyl group. 

When in the compound (1), R^ or R^ is a phenyl group having at least one lower alkenyl group as 
substituent(s) on the phenyl ring, then R^ or R^ can be converted, by reduction, into a phenyl group 
having at least one lower alkyi group as substituent(s) on the phenyl ring. 

The reduction can be conducted under the same conditions as employed in the reduction reaction 
by catalytic hydrogenation for the compound (1) where R^ or R^ is a 5- to 15-membered monocyclic, 
bicyclic or tricyclic heterocyclic residual group having at least one oxy group adjacent to the nitrogen 
atom of mthe heterocyclic ring. 

When in the compound 91), R^ or R^ is a phenyl group having at least one hydroxyl group as 
substituent(s) on the phenyl ring, then R^ or R^ can be converted, by carboxy latlon, into a phenyl 
group having at least one hydroxyl group and at least one carboxyl group on the phenyl ring. 

The carboxylation reaction can be conducted by reacting the compound (1) with carbon dioxide in 
the presence of an alkali metal carbonate such as potassium hydrogencarbonate. potassium car- 
bonate or the like in an appropriate solvent or in the absence of a solvent. The solvent can be 
exemplified by ehters such as dioxane, tetrahydrofuran, diethyl ether and the like; ketones such as 
methyl ethyl ketone, acetone and the like; water; pyridine; and glycerine. The reaction is conducted 
ordinarily under 1 to 10 atmospheric pressure at 100-250*0. preferably at about 1 00-200 and Is 
complete in about 1-20 hours. 

When in the compound (1), R^ or R^ is a substituted or unsubstituted phenyl group, then R^ or R^ can 
be converted, by nitration, into a phenyl group having at least one nitro group on the phenyl ring. The 
nitration reaction is conducted under the same conditions as ordinarily employed in the nitration for 
aromatic compounds, for example, b y using a nitrating agent in the absence of or presence of an 
appropriate inert solvent. The Inert solvent can be exemplified by acetic acid, acetic anhydride and 
concentrated sulfuric acid. The nitrating agent can be exemplified by fuming nitric acid, concentrated 
nitric acid, mixed acid (a mixture of sulfuric acid, fuming sulfuric acid, phosphoric acid or acetic 
anhydride with nitric acid) and a mixture of sulfuric acid-alkali metal nitrate (e.g. potassium nitrate, 
sodium nitrate). The proper amount of the nitrating agent used Is at least 1 mole per 1 mole of the 
starting compound and is ordinarily a large excess relative to the starting compound. The reaction is 
advantageously conducted at about 0* C to room temperature for 1-4 hours. 
□ When in the compound (1), R^ or R^ Is a phenyl group having at least one carboxyl group as 
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substituent(s) on the phenyl ring, then or can be converted, by reaction with a compound of the 
general formula (32), 

R32Y (32) 

5 

(R32 represents an alky! group, a phenyl-lower alky! group or a lower alkoxy-substituted lower alkyi 
group), into a phenyl group having at least one group -COOR^^ (R^^ jg ^he same as defined above) as 
substituent(s) on the phenyl ring. The reaction can be conducted under the same conditions as 
employed in the reaction between the compound (H) and the compound (19) in the Reaction 
10 scheme-14. 

□ When in the compound (1), R^ or R^ is a phenyl group having at least one lower alkenyl group having 
halogen atoms, as substituent(s) on the phenyl ring, then or R^ can be converted into a phenyl 
group having at least one lower alkynyl group as substituent(s) on the phenyl ring, by a reaction in an 
appropriate solvent in the presence of a basic compound. 

75 The solvent can be exemplified by ethers such as diethyl ether, dioxane, tetrahydrofuran. 

monoglyme, diglyme and the like: aromatic hydrocarbons such as bienzene, toluene, xylene and the 
like; and aliphatic hydrocarbons such as n-hexane, heptane, cyclohexane and the like. The basic 
compound can be exemplified by alky I- or aryl-lithium and lithium amides such as methyllithium, n- 
butyllithium, phenyllithium lithium diisopropylamide and the like. 

20 The reaction temperature is -80" C to 100" C. preferably at about -80" C to 70* C. The reaction is 

completed in about 0.5-15 hours. 

□ When in the compound (tr R' or R- is a phenyl group having at least one formyl group as 
substituent(s) on the phenyl ring, then R^ or R^ can be converted into a phenyl group having at least 
one cyano group as substituent(s) on the phenyl ring, by a reaction with hydroxylamino-O-sulfonic 

25 acid in an appropriate solvent. The solvent can be the same as used in the reaction between the 

compound (11) and the compound (19) in the Reaction scheme-14. The reaction is conducted 
ordinarily at 0-100*C. preferably at about 0-70° C and is complete in about 1-10 hours. The proper 
amount of hydroxylamine-O-sulfonic acid used is at least 1 mole, preferably about 1-2 moles per 1 
mole of the starting material. 

30 □ When in the compound (1), R^ or R^ is a phenyl group having at least one halogen atom as 
substituent(s) on the phenyl ring, then R^ or R^ can be converted, by halogenation, into a phenyl 
group having at least one hydroxyl group as substituent(s) on the phenyl ring. 

The reaction can be conducted by a reaction with a lower alkylsiloxane such as hexamethyldisolx- 
ane or the like in an appropriate solvent in the presence of a basic compound. 

35 The solvent can be exemplified by ethers such as diethyl ether, dioxane, tetrahydrofuran, 

monoglyme, diglyme and the like; aromatic hydrocarbons such as benzene, toluene, xylene and the 
like; and aliphatic hydrocartx>ns such as n-hexane, heptane, cyclohexane and the like. The basic 
compound can be exemplified by alkyI- or aryl-lithium and lithium amides such as methyllithium, n- 
butyllithium. phenyllithium, lithium diisopropylamide and the like. The reaction temperature is -80 'C 

40 to 100' C. preferably about -80 "C to 70 'C, and the reaction is complete in about 0.5-15 hours. The 

proper amount of the lower alkylsiloxane used is at least 1 mole, preferably about 1-2 moles per 1 
mole of the starting material, 
o When in the compound (1). R' or R- is a phenyl group having at least one formyl group as 
substituent(s) on the phenyl hng. then R^ or can be converted, by oxidation, into a phenyl group 

45 having at least one carboxy group on the phenyl ring. 

The reaction can be conducted in an appropriate solvent in the presence of an oxidizing agent. 
The solvent can be exemplified by water; alcohols such as methanol, ethanol, Isopropanol and the 
like; ketones such as acetone, methyl ethyl ketone and the like; carboxylic acids such as acetic acid, 
propionic acid and the like; esters such as ethyl acetate and the like; aromatic hydrocarbons such as 

50 benzene, chlorobenzene, toluene, xylene and the like; hexamethylphosphoric triamide; dimethylfor- 

mamlde; dimethyl sulfoxide; pyridine; and mixed solvents thereor. as tne oxidizing agent, there can be 
mentioned, for example, per acids (e.g. performic acid, peracetic acid, pertrlfluoroacetic acid, 
perbenzoic acid, m-chloroperbenzoic acid, o-carbonylperbenzolc acid), hydrogen peroxide, sodium 
metaperiodate, bichromic acid, bichromates (e.g. sodium bichromate, potassium bichromate), perman- 

ss ganic acid, permanganates (e.g. potassium permanganate, sodium permanganate), lead salts (e.g. 

lead tetraacetate) and silver oxide. The proper amount of the oxidizing agent used is ordinarily at least 
1 mole, preferably 1-2 moles per 1 mole of the starting material. 

The reaction is conducted ordinarily at -10* C to 100*C. preferably at about 0-50 'C and is 
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complete In about 30 minutes to 24 hours. 
□ When in the compound (1). or is a phenyl group having at least one hydroxyl group as 
substituent(s) on the phenyl ring, the R^ or R^ can be converted into a phenyl group having at least 
one tri-lower alkyi group-substituted silyloxy group as substituent(s) on the phenyl ring, by a reaction 
with a tri-lower alkyl-halogensilane. 

The reaction can be conducted in an appropriate solvent In the presence of a basic compound. 
The solvent can be any of those used in the reaction between the compound (11) and the compound 
(19) in the Reaction scheme 14. 

The basic compound can be exemplified by organic bases such as imidazole and the like. The 
reaction is conducted ordinarily at -20*C to 150*C, preferably at 0-1 00 'C and is complete in about 5 
minutes to 1 0 hours. 

The proper amount of the tri-lower alkyl-halogenosilane used is at least 1 mole, preferably 1-3 
moles per 1 mole of the starting material. 




(wherein R\ R^ and X are the same as above. R^^ represents a lower alkyI group.) 

The reduction of the compound (1u) is preferably conducted by a reduction using a hydride reducing 
agent. As the hydride reducing agent, there can be mentioned, for example, lithium aluminum hydride, 
sodium boron hydride and diborane. The amount of the reducing agent used is ordinarily at least 1 mole, 
preferably 1-15 moles per 1 mole of the starting compound. The reduction reaction is conducted ordinarily 
at about -60 'C to 150^0, preferably at -30'C to 100'C for about 1-20 hours ordinarily in an appropriate 
solvent such as water, lower alcohol (e.g. methanol, ethanol, isopropanol), ether (e.g. tetrahydrofuran, diethyl 
ether, diisopropyl ether, diglyme), or mixed solvent thereof. When lithium aluminum hydride or diborane is 
used as the reducing agent, there is preferably used an anhydrous solvent such as diethyl ether, diisopropyl 
ether, tetrahydrofuran. diglyme or the like. 
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[Reaction scheme-20] 

r2 r2 



10 



15 




20 

(12) (lA) 
{wherein R\ R^, R3 and X are the same as defined above. R^^ represents a group of the formula, 

25 



30 




(R^° and n are the same as defined above; R^^ represents a formyl group or an alkoxycarbonyl group.) or a 
35 group of the formula. 



40 




45 [the group of 

s 

50 

represents a 5- to 15-membered monocyclic bicyclic or tricyclic heterocyclic resiauai group having 1-2 
hetero atoms selected from a nitrogen atom, an oxygen atom and a sulfur atom; may have 1-3 
substituents selected from the group consisting of an oxo group, an alkyi group, a benzoyl group, a lower 
alkanoyi group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a lower alkylthio group, a 
55 group of the formula, 
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r23 




(A is the same as above. R^^ and R^"^, which may be the same or different, each represent a hydrogen atom 
or a tower alkyi group; R^^ and R^"^ as well as the nitrogen atom being bonded thereto, together with or 
without other nitrogen atom or oxygen atom, may form a 5- to 6-membered saturated heterocyclic ring. The 
10 heterocyclic ring may have a lower alkyI group as a substltuent); a cyano group, a lower alkyI group having 
hydroxyl groups, a phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may 
have a lower alkyI group as a substituent. R^^ represents a formyl group or a lower alkoxycarbonyl group, p 
represents 0 or an integer of 1 or 2.] R^^ represents a group of the formula, 



75 




CHOH 



(R^° and n are the same as defined above) or a group of the formula. 



25 




(the group of 



R^° and p are the same as defined above).} 
40 The reduction of the compound (Ix) or the compound (I2) can be conducted under the same conditions 
as employed in the reduction conducted using a hydride reducing agent for the compound (1) where R^ or 
R3 is a 5- to 15-membered monocyclic, bicyclic or tricyclic heterocyclic residual group having at least one 
0x0 group adjacent to the nitrogen atom of the heterocyclic ring. 
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[ Reaction scheme- 21] 



10 



(r30) 



R^°H(31) {R^°)p 



COOH 




COR 



(IB) 



(IC) 



75 



20 



25 



N IRA) 



(r2)p R^1h(31) 



COOH 




(ID) 



[wherein R\ R=*. X. R^o. p and 



30 



are the same as defined above; R^' represents a group of the formula. 



(IE) 



COR'' 



35 



- N 



>23 



>24 



40 (R2^ and R^* are the same as defined above) or an amino-lower alkoxy group which may have a lower alkyi 
group as a substiluent.] 

The reaction between the compound (1D) and the compound (31) can be conducted under the same 
conditions as employed in the reaction between the compound (6) and the compound (4) in the Reaction 

scheme 3. 

45 
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[ Reaction scheme- 2 2 ] 




(II) 



40 (wherein R\ R^. X, R3o, p, R^s, R2* and 




are the same as defined above.) 

The reduction of the compound (1F) or (1H) can be conducted under the same conditions as employed 
in tlie reduction reaction for the compound (1) where or R^ is a 5- to 15-membered monocyclic, bicycllc 
or tricyclic heterocyclic residual group having at least one oxo group adjacent to the nitrogen atom of the 
60 heterocyclic ring. 
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[Reaction scheme-23] 





(IM) 

50 



[wherein R\ R2, x. p and R^o are the same as above. R^^ and R^* each represent a hydrogen atom or 
a lower alkyi group. The bond between the 2- and 3-posltions in the compound (IK) or (1M) represents a 
single bond or a double bond.] 
55 The reaction for converting the compound (1J) or (1L) into a compound (1K) or (1M), respectively, can 
be conducted in an appropriate solvent in the presence of a catalyst. The solvent can be any of those used 
in the reaction between the compound (2) and the compound (3) in the reaction scheme 1 . The catalyst can 
be exemplified by metal compounds such as Pd(0Ac)2 + Cu(0Ac)2 * H2O and the like, and halides such 
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as Kl + h and the like. The proper amount of the catalyst used Is ordinarily 0.1-1 nnole per 1 mole of the 
compound (1J) or (1L). When a halide is used, it is used ordinarily in an amount of 0.005-3 moles per 1 
mole of the compound (IJ) or (1L). The reaction is conducted ordinarily at room temperature to 250 'C, 
preferably at room temperature to 200 'C and is complete ordinarily in about 5-40 hours. When a metal 
5 compound is used as the catalyst, the reaction is preferably conducted in an oxygen atmosphere. When R^s 
represents a lower alkyi group, the bond between the 2- and 3-positions of the compound (1 K) represents a 
single bond. 

[Reaction scheme- 24] 



75 



20 



25 



30 



35 




s 



40 (IP) (IQ) 

(wherein R\ R^, R^ X and Y are the same as above; R^^ and R^^ each represent the above-mentioned 

R3°). 

45 The reaction between the compound (1W) and the compound (32) and the reaction between the 
compound (IP) and the compound (32) can be conducted under the same conditions as employed in the 
reaction between the compound (2) and the compound (3) in the Reaction scheme 1 . 
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[Reaction schenie-25] 
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N ^ R 
(IR) 



I 



HN^T (19) 
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IQ ^ 



r38 " n' R^ 



(IS) 



75 



20 



25 



X-, X 



(IT) 



HK^ „ (19) 



or 



>23 



N R^' HNC;' (33) 



24 



N 



(lU) 



58 



[wherein H\ R^. R^, X, R^ and R^ are the same as defined above; R^^ represents a group of the formula, 



30 



35 



CHO 



40 



(R'° and n are the same as defined above) or a group of the formula, 



(R'°). 



45 




CHO 



(RA. R3° and p are the same as defined above); R^ represents a group of the formula, 



50 




55 



CHjN 



^R° 
^R' 



(R'°. R^, R^ and n are the same as defined above) or a group of the formula. 
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10 



(R3°, r2*, ra and p are the same as defined above)]. 

In the above reaction, when the R^^ of the compound (1R) or (IT) represents a group of the formula, 



(r5) 



n 



16 




CHO 



20 the compound (1R) or (1T) reacts with the compound (19): when the R^^ represents a group of the formula. 



30 the compound (1R) or (1T) reacts with the compound (33). 

The reaction between the compound (1R) or (IT) and the compound (19) or (33) is conducted in the 
absence of a solvent or in an appropriate solvent In the presence of a reducing agent. The solvent can be 
exemplified by water; alcohols such as methanol, ethanol, isopropanol and the like; acetic acid; ethers such 
as dioxane, tetrahydrofuran. diethyl ether, diglyme and the like; and aromatic hydrocarbons such as 

35 benzene, toluene, xylene and the like. The reduction method can be exemplified by a method using formic 
acid or a hydride reducing agent such as sodium boron hydride, sodium cyanoborohydride, lithium 
aluminum hydride or the like, and a catalytic reduction method using a catalytic reduction catalyst such as 
palladium black, palladium-carbon, platinum oxide, platinum black, Raney nickel or the like. When formic 
acid is used as the reducing agent, the appropriate reaction temperature is ordinarily room temperature to 

40 200 ^C, preferably about 50-150' C, and the reaction Is complete in about 1-10 hours. The proper amount of 
formic acid used is a large excess relative to the compound (1R) or (IT). When a hydride reducing agent is 
used, the appropriate reaction temperature is ordinarily -30 'C to 100" C, preferably about 0-70 'C, and the 
reaction is complete in about 30 minutes to 20 hours. The proper amount of the reducing agent is ordinarily 
1-20 moles, preferably 1-15 moles per 1 mole of the compound (1R) or (IT). In particular, when lithium 

45 aluminum hydride is used as the reducing agent, it is preferable to use. as a solvent, an ether such as 
dioxane, tetrahydrofuran, diethyl ether, diglyme or the like, or an aromatic hydrocarbon such as benzene, 
toluene, xylene or the like. When a catalytic reduction catalyst is used, the reaction is conducted in a 
hydrogen atmosphere of ordinarily normal pressure to 20 atm., preferably normal pressure to 10 atm. 
ordinarily at -30 'C to 100'C, preferably at 0-60 'C. The proper amount of the catalyst used is ordinarily 

60 0.1-40% by weight, preferably 1-20% by wei ght based on the compound (1R) or (IT). The proper amount 

ot the compound (19) or (33) used is ordinarily i moie per 1 mole of the compound (1R) or (IT), preferably 

equimolar to a large excess relative to the compound (1R) or (IT). 
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[Reaction scheme-26 ] 
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35 



40 



45 




(laa) 



(wherein R\ R^, R^, R^°, n and X are the same as above; R^^ represents a lower alkanoyi group; R*° 
55 represents a lower alkenyl group, a lower alkoxycarbonyl-substituted lower aikenyl group, a carboxy- 
substituted lower alkenyl group or a lower alkenyl group having halogen atoms; R*^ represents a lower alkyi 
group, a lower alkoxycarbonyl-substituted lower alkyI group or a carboxy-substituted lower alkyI group). 

The reaction for converting the compound (IV) or (1Y) into a compound (1W) or (1Z). respectively, is 

57 
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conducted in an appropriate solvent in the presence of a Witting reagent and a basic compound. 

As the NAfltting reagent, there can iDe mentioned, for example, phosphorus compounds represented by 
the general formula (A), 

5 (R*2)3P.CH-R*3Y- (A) 

(wherein R*^ represents a phenyl group, and R^^ represents a lower all<yl group which may have a lower 
alkoxycarbonyl group, a carboxyl group or a halogen atom as a substituent; Y is the same as above), and 
phosphorus compounds represented by general formula (B), 



10 



15 



40 



O 
t 

{R*^)2PCH2C00R'^^ (B) 



(wherein R** represents a lower alkoxy group; and R^^ represents a lower alkyl group). The basic 
compound can be exemplified by inorganic bases such as metallic sodium, metallic potassium, sodium 
hydride, sodium amide, sodium hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate. 

20 sodium hydrogencarbonate and the like; metal alcoholates such as sodium methylate, sodium ethylate. 
potassium tert-butoxide and the like; alkyl- or aryllithiums and lithium amides such as methyllithium, n- 
butyllithium, phenyllithium, lithium diisopropylamide and the like; and organic bases such as pyridine, 
piperidine, quinoline, triethyiamine, N,N-dimethylaniline and the like. The solvent can be any as long as it 
gives no adverse effect on the reaction, and there can be mentioned, for example, ethers such as diethyl 

25 ether, dioxane. tetrahydrofuran, monoglyme, digyme and the like; aromatic hydrocarbons such as benzene, 
toluene, xylene and the like; aliphatic hydrocarbons such as n-hexane, heptane, cyclohexane and the like; 
aprotic polar solvents such as pyridine. N.N-dimethylformamide. dimethyl sulfoxide, hexamethylphosphoric 
triamide and the like; and alcohols such as methanol, ethanol, isopropanol and the like. The appropriate 
reaction temperature is ordinarily -80 'C to 150^C, preferably about -80 to 120* C. and the reaction is 

30 complete generally in about 0.5-15 hours. 

When the R*° of the compound (1W) or (1Z) Is a group other than a lower alkenyl group which have a 
halogen atom, the reaction for converting the compound (1W) or (1Z) into a compound (1X) or (laa), 
respectively, can be conducted under the same conditions as employed in the reduction reaction by 
catalytic hydrogenation for the compound (1) where R^ or R^ is a 5-to 15-membered monocyclic, bicyclic or 

35 tricyclic heterocyclic residual group having at least one oxo group adjacent to the nitrogen atom of the 
heterocyclic ring. 
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[Reaction scheme-27 ] 
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45 
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COOH 



(wherein R\ R2, R3, X. 



S5 
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R30 and p are the same as above.) 

The reaction for converting the compound (1bb) and (Ice) into a compound (1cc) and (Iff), respectively, 
can be conducted by heating with aniline and sulfur in the absence of a solvent state. 

The reaction is conducted ordinarily at 100-250* C, preferably at about 1 00-200 'C. and is complete in 
about 1-20 hours. 

The amounts of aniline and sulfur used are each ordinarily 1-10 moles, preferably 1-2 moles per 1 mole 
of the compound (Ibb) or (1ee). 

The reaction for converting the compound (Ice) and (Iff) into a compound (Idd) and (1gg). respectively, 
can be conducted under the same conditions as employed in the above-mentioned hydrolysis reaction for 
the compound (1) where or is a phenyl group having at least one alkoxycarbonyl group. 

The products thus obtained in each step can be separated and purified by ordinary means. The 
separation means can be exemplified by solvent extraction, dilution, recrystallization. column chromatog- 
raphy and preparative thin-layer chromatography. 

Needless to say, the compounds of the present invention include stereoisomers and optical isomers. 

The oxazole derivatives represented by general formula (1) of the present invention can be easily 
converted into acid addition salts by allowing a pharmaceutically acceptable acid to act on said derivatives. 
The acid addition salts are also Included in the present invention. As the acid, there can be mentioned, for 
example, inorganic acids such as hydrochloric acid, sulfuric acid, phosphoric acid, hydrobromic acid and 
the like, as well as organic acids such as acetic acid, oxalic acid, succinic acid, maleic acid, fumaric acid, 
malic acid, tartaric acid, citric acid, malonic acid, methanesulfonic acid, benzoic acid and the like. 

Of the thiazole or oxazole derivatives represented by general formula (1) of the present invention, those 
compounds having acidic groups can be easily converted into respective salts by allowing a pharm- 
ceutically acceptable basic compound to act on the compounds. As the basic compound, there can be 
mentioned, for example, sodium hydroxide, potassium hydroxide, calcium hydroxide, sodium carbonate and 
potassium hydrogencarbonate. 

The compounds of the present invention are generally used in the form of ordinary pharmaceutical 
preparations. The pharmaceutical preparations are prepared using diluents or excipients ordinarily used, 
such as filler, bulking agent, binder, humectant, disintegrator, surfactant, lubricant and the like. The 
pharmaceutical preparations can be used in various forms depending upon the purpose of remedy, and 
typical forms include tablets, pills, powders, solutions, suspensions, emulsions, granules, capsules, sup- 
positories, injections (solutions, suspensions, etc.), ointments, etc. In preparing tablets, various carriers 
conventionally known in the art can be used. The carriers can be exemplified by excipients such as lactose, 
white sugar, sodium chloride, grape sugar, urea, starch, calcium carbonate, kaolin, crystalline cellulose, 
silicic acid and the like; binders such as water, ethanol, propanol, simple syrup, grape sugar solution, starch 
solution, gelation solution, carboxymethyl cellulose, shellac, methyl cellulose, potassium phosphate, poly- 
vinylpyrrolidone and the like; disintegrators such as dry starch, sodium alginate, powdered agar, powdered 
laminaran, sodium hydrogencarbonate, calcium carbonate, polyoxyethylene sorbitan-fatty acid esters, so- 
dium lauryl sulfate, stearic acid monoglyceride, starch, lactose and the like; disintegration inhibitors such as 
white sugar, stearin, cacao butter, hydrogenated oil and the like; absorption promoters such as quaternary 
ammonium salts, sodium lauryl sulfate and the like; humectants such as glycerine, starch and the like; 
adsorbents such as starch, lactose, kaolin, bentonite, colloidal silicic acid and the like; and lubricants such 
as refined talc, stearic acid salts, boric acid powder, polyethylene glycol and the like. The tablets can be 
prepared, as necessary, in the form of ordinary coated tablets, such as sugar-coated tablets, enteric coated 
tablets or film-coated tablets, or in the form of double-layered tablets or multi-layered tablets. In preparing 
pills, various carriers conventionally known i n the art can be used. The carriers can be exemplified by 
excipients such as grape suga r, lactose, starcn, cacao Butter, hardened vegetable oils, kaolin, talc and the 
like; binders such as powdered acacia, powdered tragacanth, gelatin, ethanol and the like; and disintegrators 
such as laminaran, agar and the like. In preparing suppositories, various carriers conventionally known in the 
art can be used. The carriers can be exemplified by a polyethylene glycol, cacao butter, a higher alcohol, a 
higher alcohol ester, gelatin and a semi-synthetic glyceride. In preparing injections (solutions, emulsions, 
suspensions), they are sterilized and preferably isotonic to blood. In preparing these solutions, emulsions 
and suspensions, there can be used all of the diluents conventionally used in the art, such as water, 
aqueous lactic acid solution, ethyl alcohol, propylene glycol, ethoxylated isostearyl alcohol, polyox- 
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yisostearyl alcohol and polyoxyethylene sorbltan-fatty acid ester. In this case, the injections nnay contain 
sodium chloride, grape sugar or glycerine In an amount sufficient to make the injections isotonic, and may 
further contain a solubilizing agent, a buffer solution, a soothing agent, etc. all ordinarily used. The 
pharmaceutical preparations may furthermore contain, as necessary, a coloring agent, a preservative, a 

5 perfume, a flavoring agent, a sweetening agent and other drugs. In preparing pastes, creams and gels, there 
can be used various diluents conventionally known in the art, such as white petrolatum, paraffin, glycerine, 
cellulose derivative, polyethylene glycol, silicon, bentonite and the like. 

The amount of the present compound of general formula (1) or a salt thereof to be contained in a 
pharmaceutical preparation is not particularly restricted and can be appropriately selected in a wide range. 

70 but preferably is ordinarily 1-70% by weight in the pharmaceutical preparation. 

The method for administering the pharmaceutical preparation is not particularly restricted. The phar- 
maceutical preparation can be administered in various methods depending upon the form of preparation, the 
age, sex and other conditions of patient, the degree of disease condition of patient, etc. For example, 
tablets, pills, a solution, a suspension, an emulsion, granules or capsules are administered orally. An 

75 injection is intravenously administered singly or in admixture with an ordinary auxiliary solution of grape 
sugar, amino acid or the like, or, as necessary, is singly administered intramuscularly, tntradermally, 
subcutaneously or intraperitoneally. Suppositories are administered intrarectally. 

The dose of the pharmaceutical preparation of the present invention is appropriately selected depending 
upon the administration method, the age, sex and other conditions of patient, the degree of disease 

20 condition of patient, etc., but preferably is ordinarily about 0.2-200 mg per kg of body weight per day in 
terms of the amount of the active ingredient, i.e. the present compound (1). 

Examples 

25 The present invention is hereinafter described with reference to Reference Examples, Examples, 
Preparation Examples and Pharmacological Tests. 

Reference Example 1 

30 25 g of 3,4-dimethoxybenzonitrile and 23 g of thioacetamide were dissolved in 120 ml of 10% 
hydrochloric acid-DMF. The solution was heated at 90 *C for 3 hours. The solution was further heated at 
130'C for 5 hours to conduct a reaction. The solvent was removed by distillation. The residue was washed 
twice with 100 ml of diethyl ether. Similar washing was conducted with 100 ml of water. The resulting 
crystals were collected by filtration and dried. Recrystallization from methanol was conducted to obtain 18.7 

35 g of 3,4-dimethoxythiobenzamide as light brown columnar crystals. 
M.p.: 170-175' C (decomposed) 
NMR (CDC"3) 5: 

3.94 (3H. s) 

3.95 (3H, s) 

40 6.83 (1H, d, J = 8.4Hz). 
7.15 (1H, brs), 

7.38 (1H, dd, J =2.2H2. 8.4H2). 

7.52 (1 H. brs), 

7.63 (1H. d, J = 2.2Hz). 

45 

Reference Example 2 

500 mg of 3,4,5-trimethoxybenzamlde was suspended in 15 ml of benzene. Thereto was added 526 mg 
of phosphorus pentasulfide. The mixture was refluxed for 30 minutes with heating. The solvent was removed 
50 by distillation. To the residue were added 5 ml of 10% sodium hydroxide and 5 ml of water. The mixture 
was stirred for 30 minutes. The reaction mixture was Tiitered, ana me resulting solid was washed with small 
amounts of water and ethanol and dried to obtain 330 mg of 3,4.5-trimethoxythiobenzamide as a yellow 
powder. 

IS/l.p.: 182.5-1 84 -C 

55 

Reference Example 3 

4 g of 3\5*-diacetyloxyacetophenone was suspended in 75 ml of carbon disulfide. Thereto was dropwise 
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added a solution of 0.90 ml of bromine dissolved in 25 ml of carbon disulfide, at room temperature In about 

1 hour. The system was heated to about 50 ocassionally in the course of dropwise addition and, each 
time when a reaction started, the system was returned to room temperature and stirred. After the 
completion of the dropwise addition, stirring was conducted at room temperature for 1 hour. After the 

5 completion of the reaction, the solvent was removed by distillation to obtain 5.53 g of 3\5*-diacetyloxy-2- 
bromoacetophenone as brown crystals. 
M.p.:61-62'C 

Reference Example 4 

10 

5.47 g of chloroacetyl chloride was dissolved in 20 ml of dichloromethane. Thereto was added 6.46 g of 
finely ground aluminum chloride with ice-cooling. Stirring was conducted for 30 minutes. Thereto was added 

2 g of 3.4-dihydro-2H-1 .4-bon20thia2in-3(4H)-one. The mixture was stirred for 4 hours with ice-cooling and 
then overnight at room temperature. The reaction mixture was poured into ice water. The resulting crystals 

76 were collected by filtration, water-washed and dried to obtain 3.03 g of 6-a-chloroacetyl-3,4-dihydro-2H-1,4- 

benzothiazin-3-one. 

NMR (DNSO-d6) 5: 

3.55 (2H, s), 

5-10 (2H, s), 
20 7.65-7.45 (3H. m), 

10.76 (1H.S). 

Reference Example 5 

25 2 g of 3,4-dimethoxyben2oic acid was dissolved in 80 ml of methanol. Thereto was added 600 mg of 
sodium methoxide. The mixture was stirred for 30 minutes. The solvent was removed by distillation. The 
residue was dissolved in 50 ml of DMF. Thereto was added 2.56 g of 6-a-chloroacetyl-3,4-dihydrocar- 
bostyril. The mixture was stirred at 140'C for 2 hours. The solvent was removed by distillation. Water was 
added to the residue. The resulting crystals were collected by filtration and dried to obtain 4.8 g of 6-[2-(3.4- 

30 dimethoxybenzoyloxy)acetyl]-3,4-dihydrocarbostyril as a white powder. 
M.p.: 215-216- C 

Reference Example 6 

35 3 g of 6-a-aminoacetyl-3.4-dihydrocarbostyril monohydrochloride was suspended in 60 ml of 
tetrahydrofuran. Thereto were added 7 ml of triethylamine and 2.8 mg of 3, 4-dimethoxy benzoyl chloride. 
The mixture was stirred at room temperature. After 3 hours, the resulting crystals were collected by 
filtration, methanol-washed and dned to obtain 2.6 g of 6-[2-(3.4-dimethoxyben2oylamino)acetyl]-3.4- 
dihydrocarbostyril as white acicular crystals. 

40 M.p.: 246-247* C 

Reference Examples 7-38 

Compounds shown in Table 1 were obtained by using respective starting materials, in the same 
45 procedure as in Reference Example 1 or 2. 
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l.lHz), 
l.lHz) , 
3.9Hz) , 


1.4Hz) , 
1.4=Hz) , 
3.0Hz) , 






Properties 


NMR (DMSO-dg) 5: 
12.90 (IH, brs), 
11.66 (IH, brs), 
9.81 (IH, brs), 
9.39 (IH, d, J=7Hz), 
8.27 (IH, d, J=8Hz), 
7.9-7.6 (2H, m), 
7.6-7.4 (IH, m) 
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NMR (CDCI3) 6: 
8.00 (IH, dd, J=3.0Hz, 
7.51 (IH, dd, J=5.1Hz, 
7.33 (IH, dd, J=5.1Hz, 
7.9-7.0 (2H, br) 


NMR (CDCI3) 6: 
10.0-9.3 (IH, br), 
7.05 (IH, brs), 
7.1-6.7 (2H, br), 
6.65 (IH, brs), 
6.35-6.25 (IH, m) 
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55 Compounds shown in Table 3 were obtained by using respective starting materials, in the same 
procedure as in Reference Example 3 or 4. 
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65 Reference Example 61 

1.5 g of 1,3-dichloroacetone and 2.3 g of 3,4-dimethoxythiobenzamide were suspended in 100 ml of 
ethanol. The suspension was heated for 3 hours to complete the reaction. The solvent was removed by 
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distillation. The residue was purified by silica gel column chromatography to obtain 1.86 g of 2-(3,4- 
dimethoxyphenyl)-4-chloromethylthiazole as a colorless viscous oil. 
NMR(CDCl3)5: 
3.94 (3H. s), 
5 3.99 (3H, s), 
4.74 (2H, s), 
6.90 (1H, d, J = 8.3H2), 
7.24 (1 H. s), 

7.46 (1 H. dd. J = 2.1 Hz, B.SHz), 
10 7.53 (1H, d. J = 2.1 Hz). 

Reference Examples 62-70 

Compounds shown in Table 3 where obtained by using respective starting materials, in the same 
76 procedure in Reference Example 1 or 2. 
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Reference Examples 71-74 



66 Compounds shown In Table 4 were obtained by using respective starting materials, in the same 
procedure as in Reference Example 3 or 4. 
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Reference Examples 75-77 

60 

Compounds shown in labia b were oDtainea Dy using respective starting materials, in the same 

procedure as in Reference Examples 1 or 2. 
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Reference Examples 78-97 

Compounds shown in Table 6 were obtained by using respective starting materials, in the same 
60 procedure as in Reference Example 3 or 4. 
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50 NMR'^ Compound of Reference Example 78 

NMR (CDCb) 5ppm: 
2.65 (3H. s) 
4.65 (2H, s) 
55 7.98-8.16 (5H, nn) 

NMR2* Compound of Reference Example 79 
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NMR (CDCI3) fippm: 
4.06 (3H, s) 
4.57 (2H, s) 
8.91 (1 H, t, J = 1 ,9Hz) 
5 8.98 (1 H. t. J = 1 .9Hz) 
9.05 (1 H. t, J = 1 .9Hz) 

NMR^^ Compound of Reference Exannple 80 

70 NMR (CDCI3) 5ppm: 

4.00 (3H, s) 

4.42 (2H, s) 

7.76 (1H, t, J = 8.0H2) 

8.11 (1H, dd. J = 1.1 Hz, J = 8.0Hz) 
76 8.32 (1 H, dd. J = 1 .1 Hz, J = 8.OH2) 

NMR*** Compound of Reference Example 81 

NMR (CDCI3) 5ppm: 
20 3.88 (3H, s) 
4.52 (2H, s) 
5.62 (2H, brs) 
8.40 (1H, d. J = 1.8Hz) 

8.42 (1H. d, J = 1.8H2) 

25 

NMR^^ Compound of Reference Example 82 

NMR (CDCI3) appm: 
4.45 (2H, s) 
30 7.65 (1H,m) 
7.67 (1H, m) 
8.21 (1H, m) 
8.28 (1H, m) 

35 NMR^> Compound of Reference Example 83 

NMR (CDCI3) 5ppm: 
2.27 (3H, s) 
2.62 (3H. s) 
40 3.94 (3H. s) 

4.43 (2H, s) 
8.30 (1H, s) 
8.48 (1 H, s) 

45 NMR^* Compound of Reference Example 84 

NMR (CDCI3) 5ppm: 
2.34 (3H. s) 
3.94 (3H. s) 
60 4.52 (2H. s) 
7.89 (1H, m) 
7.97 (1H. m) 
8.43 (1 H. m) 

55 NMR^^ Compound of Reference Example 85 

NMR (CDCI3) 5ppm: 
2.39 (3H, s) 
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3.96 (3H, s) 
4.46 (2H, s) 
7.21 (1H, d. J=8.6H2) 
8.29 (1 H, dd, J = 2.0Hz, J = 8.6H2) 
5 8.58 (1H, d, J=2.0H2) 

NMR^^ Compound of Reference Example 86 

NMR (CDCI3) 6ppm: 
10 3.94 (3H. s) 

4.54 (2H, s) 

7.09 (1H. d. J = 8.7Hz) 

8.15 (1H. dd. J = 2.0Hz, J = 8.7Hz) 

8.49 (1 H. d. J = 2.OH2) 
IS 12.11 (1H, s) 

IMMRio) Compound of Reference Example 87 

NMR (CDCI3) 5ppm: 
20 4.00 (3H, s) 
4.64 (2H, s) 
8.76 (2H. d. J = 2.2Hz) 
8.85 (1H. d. J = 2.2Hz) 
12.50 (1H, brs) 

25 

NMR^^^ Compound of Reference Example 93 

NMR (CDCI3) 6ppm: 

1.27 (3H, t, J = 7.5Hz) 
30 2.68 (2H, t. J = 7.5Hz) 

4.67 (3H. s) 

5.73 (1H. s) 

6.85 (1H, d. J = 8.4Hz) 

7.75 (1H. dd, J = 2.3H2. 8.4H2) 
35 7.82 (1H. d. J=2.3Hz) 

NMR^2* Compound of Reference Example 96 

NMR (CDCI3) 5ppm: 
40 3.91 (3H, s) 
4.48 (2H. s) 
7,35 (1H. m) 
7.71 (1H, m) 
10.48 (1H, brs) 

45 

NMR^^^ Compound of Reference Example 97 

NMR (DMSO-d6)5ppm: 
5.04 (2H, s) 
60 7.56 (1 H. brs) 
8.10-8.39 (3H. m) 

Reference Examples 98-116 

55 Compounds shown in Table 7 were obtained using respective starting materials, in the same procedure 
as in Reference Example 3 or 4. 
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NMR data of the compounds of Reference Examples 98-102. 105-113 and 115-116 

50 

NMR^^>: Compound of Reference Example 98 

^H-NMR(CDCl3) 6: 2.59 (3H, S), 4.00 (3H, s), 4.64 (2H, s), 6.90 (1H, s). 8.25 (1H, s). 11.12 (1H, s) 

65 NMR^^^: Compound of Reference Example 99 

^H-NMR(CDCl3) 6: 2.33 (3H. s), 3.96 (3H, s)» 4.62 (2H. s). 6.79 (1H. d. J = 8.1Hz). 7.80 (1H, d. 
J = 8.1 Hz), 11.40 (1H, s) 
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NMR^®*: Compound of Reference Example 100 

1H-NMR(CDCI3) 5: 1.25 (3H, t, J = 7.5H2). 2.73 (2H, q, J = 7.5Hz). 4.00 (3H. s), 4.67 (2H, s), 7.98 (1H, 
d. J = 1 .7Hz), 8.35 (1 H. d. J = 1 .7H2), 1 1 .66 (1 H. s) 

5 

NMR^^*: Compound of Reference Example 101 

^H-NMR(CDCl3)6: 4.06 (3H. s), 4.68 (2H. s), 4.75 (2H. s), 7.74 (1H. dd. J = 2.0Hz, 6.7Hz), 8.06 (1H, 
dd, J = 2.0H2, 6.7Hz). 8.19 (1H. d, J = 2.3Hz). 8.55 (1H. d, J = 2.3Hz), 12.04 (1H, s) 

10 

NMR^^): Compound of Reference Example 102 

iH-NMR(CDC!3) S: 3.99 (3H, s). 4.75 (2H. s) 7.00 (1H, t, J = 7.8H2), 7.56 (1H, d. J = 7.8Hz), 7.99 (1H, 
dd. J = 1.8H2. 7.8Hz), 8.03 (2H, d, J = 8.5Hz). 11.43 (1H, s), 7.74 (2H. d. J = 8.5H2) 

76 

NMR^^): Compound of Reference Example 104 

iH-NMR(CDCl3)5: 3.92 (3H. s), 4.28 (2H, s), 6.90 (1H, dd, J = 2.1 Hz, 3.3Hz), 6.95 (1H, dd, J = 2.1 Hz, 
3.3Hz). 9 90 (IH. brs) 

20 

NMR^^^: Compound of Reference Example 105 

^H-NMR(CDCl3) 5: 3.95 (3H. s). 4.42 (2H. s). 7.26 (IN. d. J = 3.7Hz), 7.34 (IH. d. J = 3.7Hz) 

26 NMR^^*: Compound of Reference Example 106 

iH-NMR(CDCl3) 5: 1-47 (3H, I. J = 7.lHz), 2.61 (3H, s). 4.46 (2H. q. J = 7.1H2), 5.00 (2H. s). 8.21 (2H. 
m) 

30 NMR^^^: Compound of Reference Example 107 

1H-NMR(CDCI3) 5: 1.40 (3H, t. J = 7.1Hz), 4.36 (2H. s). 4.38 (2H. q, J = 7.1H2). 7.74 (IH, d, J = 4.0Hz). 
7.78 (IH.d. J = 4.0Hz) 

35 NMR^^): Compound of Reference Example 108 

^H-NMR(CDCl3) 6: 4.10 (3H, s). 4.92 (2H. s), 9.41-10.01 (3H. m) 

NMR^***: Compound of Reference Example 109 

40 

iH-NMR(DMSO-d6)6: 5.05 (2H. s). 8.20 (1H. dd. J = 1.6Hz, 5.0Hz), 8.42 (IH, dd, J=0.9Hz, 1.6Hz). 

9.01 (1 H. dd. J = 0.9H2, 5.0Hz) 

NMR^^^: Compound of Reference Example 110 

46 

^H-NMR(DMSO-d6) 6: 2.73 {3H. s). 5.03 (2H, s). 8.17 (IH, brs), 8.26 (IH. brs), 8.44 (IH, d, J = 2.1 Hz). 

8.54 (IH. d. J = 2.1 Hz) 

NMR^®*: Compound of Reference Example 111 

60 

iH-NMR(CDCl3) 5: 4.01 (3H. s). 4.88 (2H, s). 8.15 (IH, dd, J = 0.7H2. 8.1Hz), 8.45 (IH, dd, J = 2.1Hz, 
8.1Hz), 9.13 (IH. m) 

NMR^^^: Compound of Reference Example 1 12 

56 

iH-NMR(CDCl3) 5: 1.45 (3H. t, J = 7.1H2), 4.52 (2H, q, J = 7.1Hz). 4.78 (2H. s). 8.49 (IH, d. J = 8.1Hz) 
8.96 (1 H, dd. J = 1 .9Hz. 8.1 Hz), 9.55 (1 H. d. J = 1 .9Hz) 
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10 



15 



NMR^®*: Compound of Reference Example 113 

iH-NMR(DMS0-dG)5: 2.77 <3H, s). 5.08 (2H, s). 8.11 (1H, d, J = 5.7H2), 8.25 (1H, s). 8.96 (1H, d, 
J=5.7Hz) 

NMR^®^; Compound of Reference Example 114 

^H-NMR(CDCl3) 5: 4.11 (3H, s), 4.76 (2H, s), 7.60 (1H, dd, J = 4.8Hz, 7.9Hz), 8.12 (1H, dd, J = 1.5Hz, 
7.9Hz). 8.96 (1H. dd. J = 1.5Hz, 4.8Hz) 

NMR30): compound of Reference Example 115 

iH-NMR(DMS0-d6) 5: 2.82 (3H, s), 2.87 (3H, s), 5.20 (2H, s), 8.09 (1H, brs), 8.42 (1H, brs). 9.01 (1H. 
s) 

Example 1 



In 20 ml of ethano! were suspended 367 mg of 3',4'-dihydroxy-2-chloroacetophenone and 430 mg of 
3.4-dimethoxythlobenzamide. The suspension was refluxed for 3 hours with heating. After cooling, the 
20 resulting crystals were collected by filtration, ethanol-washed and dried. The dried material was recrystal- 
lized from ethanol to obtain 160 mg of 2-(3,4-dimethoxyphenyl)-4-(3.4-dihydroxyphenyl)thiazole hydrochlo- 
ride as yellow acicular crystals. 
M,p.: 146-148^ C 

26 Examples 2-136 

Compounds shown in Tables 8 and 9 were obtained by using respective starting materials, in the same 
procedure as in Example 1 . 

30 



35 



40 



45 



50 



55 



101 



EP 0 513 387 A1 



Table 8 




Crystal form: yellow prismatic (recrystallized 

from methanol) 

Mp: 182-183**C (decomposed, 1/4 FeCl2 salt) 



Compound of Example 3 
O 




Crystal form: light brown powdery (recrystallized 

from dimethylf ormamide) 

Mp: BOO^C or above 
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Compound of Example 4 



= II II , r2 = H 



r3 



Crystal form: colorless acicular (recrystallized 
from diethyl ether-n-hexane) 

Mp: 59-60^C 



Compound of Example 5 




Crystal form: light yellow prismatic (recrystal- 
lized from ethanol } 

Mp: 172-173°C 



Compound of Example 6 

= ^-OCH^ , r2 = H 

OCH^ 



Crystal form: light brown acicular (recrystallized 
from ethanol) 

Mp: 88-89°C (HCl salt) 
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Compound of Example 7 

= ll , r2 = H 



i 

O ^3 



Crystal form: brown powdery ( recrystalllzed from 
ethanol acetate ) 

Mp: 140-141°C 



Compound of Example 8 



r2 = H 



N 

r3 . 



Crystal form: light brown plate (recirys tall i zed 

from ethanol ) 

Mp: 129-130°C 



Compound of Example 9 

■r1 = , r2 = H 




N 
H 



r3 



Crystal form: colorless acicular (recrystalllzed 
from methanol-ethyl acetate) 

Mp: 188-189°C 
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10 



Compound of Example 10 



r2 = H 



75 



Cirystal form: light, brown acicular ( recrystallized 
from ethyl acet^ate) 

Mp: 129-130°C 



Compound of Example 11 



20 



25 



r1 = 



r2 = H 




N(CH3)2 



r3 = 



30 



Crystal form: light green columnar (recrystallized 
from methanol) 

Mp: 135-136**C 



35 



Compound of Example 12 



40 



J 



r2 = H 



45 



Crystal form: colorless acicular (recrystallized 
from diethyl ether-n-hexane) 

Mp: 57.5-58.5**C 



50 



55 
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Compound of Example 13 



= fi — n f r2 H 



Crystal form: white acicular { recrystallized from 
diethyl ether-n--hexane ) 



Mp: 91.5-92^C 



Compound of Example 14 



O 




N 



h3 = hQ) 



Crystal form: light brown plate (recrystallized 
from methanol) 

Mp: 206-207^C (decomposed) 



Compound of Example 15 

= Tl , r2 = H 



r3 = H^^OH 



Crystal form: orange powdery (recrystallized from 
ethanol -water ) 

Mp; 209-210''C (decomposed, HCl salt) 
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Compound of Example 16 



r2 = H 



r3 = -/V OH 



Crystal form: 



Mp: 83-84*^0 



colorless acicular (recrystallized 
from diethyl ether -n-hexane ) 



Compound of Example 17 



r2 = H 



OH 

r3 = H^^t 



Crystal form: colorless acicular (recrystallized 
from diethyl ether-n-hexane ) 

Mp: 76-78°C 



Compound of Example 18 




= II il 
H 



= H 



r3 = Hl^^OH 



Crystal form: brown powdery (recrystallized from 
dimethyl formamide-water ) 

Mp: 300'='C or above 
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Compound of Example 19 




Crystal form: yellow powdery (recrystallized from 
dioxane-water ) 

Mp: 280-281'=»C 



Compound of Example 20 




Crystal form: yellow powdery ( recrystallized from 
d ime t hy 1 f ormamide - wa t er ) 

Mp: 262-263^0 



Compound of Example 21 




Crystal form: light yellow powdery (recrystallized 
from ethyl acetate) 

Mp: 180-181°C (decomposed) 
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Compound of Example 22 




Crystal form: yellow prismatic ( recry stall! zed from 
ethanol ) 

Mp: 124-126°C {HCl salt) 



Compound of Example 23 




Crystal form: yellow acicular (recrystallized from 
ethyl acetate-diethyl ether) 

Mp: 128-129^0 (HC1~1/2H20 salt) 



Compound of Example 24 

>1 _ , r2 - H , 




O OH 




r3 . // V OH 



Crystal form: light brown powdery (recrystallized 
from dimethylf ormamide-water ) 

Mp; 187-188*'C 
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Compound of Example 25 




5 

10 


r1 , r2 = H 




Crystal form: yellow powdery (recryst-allized 
ethanol ) 


from 


15 


Mp: 248-249°C (HCl salt) 






Compound of Example 26 






pi = {] X>2 « TJ 




20 






25 


H 






Crystal form: white acicular (recrystallized 
ethanol ) 


from 


30 


Mp: 205«206^C 






Compound of Example 27 










35 


>^ OCH^ 

■ XjO 

H 




40 


Crystal form: light brown powdery (recrystallized 
from ethanol) 


45 


Mp: 156-158^C (HCl salt) 





so 
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Compound of Example 28 




Crystal form: light brown acicular (recrystallized 
from dimethylf ormamide) 

Mp; 282-284 ^C (decomposed) 



Compound of Example 29 




Crystal form: colorless acicular (recrystallized 
from dimethylf ormamide) 

Mp: 199-200°C 



Compound of Example 30 




Crystal form: colorless prismatic (recrystallized 
from ethyl acetate) 

Mp: 163-163. 5*»C 
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Compound of Example 31 



r1 = 




OCH- 



OCH, 



r3 = ri 




Crystal form: light yellow plate (recrystallized 
from n*hexane) 

Mp: 98-99°C 



Compound of Example 32 



OCH, 




H 



Crystal form: light yellow powdery (recrystallized 
from dime thy 1 f ormamide ) 

Mp: 249-250°C 



Compound of Example 33 
OCH, 




^CH3 

Crystal form: white acicular (recrystallized from 
ethanol) 



Mp: 149-150°C 
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Compound of Example 34 



r1 = 




= H , 



OCH, 



OCH, 




CH- 



OH 



CH- 



Crystal form: white acicular (recrystallized from 
me-thanol ) 

Mp: 160-161°C 



Compound of Example 35 



r1 = 




= H , 



CH. 



OCH. 



r3 = 




CH-, 



Crystal form: light yellow powdery (recrystallized 
from dimethylf ormamide-water ) 

Mp: 143.5^144°C 



Compound of Example 36 




ij 

]' OCH^ 
OCH. 



R^ = I I 




N O 

*■ ^18^37 

Crystal form: white powdery (recrystallized from 
ethanol ) 



Mp: 94-95°C 
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Compound of Example 37 




r2 = H 



OCH. 



r3 



Crystal form: light brown acicular (recrystallized 
from ethanol) 

Mp: 151-152°C 



Compound of Example 38 



r1 = 




H . 



OCH- 



OCH. 



.3 = 




O - n - 



O - n - 



S«ll 



S"ii 



Crystal form: white acicular (recrystallized from 
petroleum ether) 

Mp: 67-68^C 



Compound of Example 39 



r1 = 




r2 = H 



OCH- 



OCH- 



^ OH 

■XX.... 



Crystal form: white acicular (recrystallized from 
methanol ) 



Mp: 122-123''C 
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Compound of Example 40 



= r l] , r2 = H 




0CH3 



0CH3 



CO 



Cryst.al form: light yellow powdery (recrystalllzed 
from e-thanol) 



Mp: 152.5-153-5^C 



Compound of Example 41 



r1 = r 1 1 , r2 =. H , 




OCPI^ OCH3 



*3 



r3 ^ 




0CH3 

Crystal form: light yellow prismatic (recrystallized 
from ethanol-water ) 

Mp: 83-84*»C 



Compound of Example 42 
rI - iTjI ' r2 - H , 




Crystal form: yellow powdery (recrystallized from 
ethanol ) 

Mp: eS-TC^C 
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Compound of Example 43 




Crystal form: colorless aclcular (recryst:allized 
from ethyl acetate) 

Mp: 174. 5-175. 5**C 



Compound of Example 44 




r1 = ]: il , r2 = H 

OCH^ 



CH^ 



r3 



I 

COCH3 

Crystal form: colorless aclcular (recrystallized 
from ethanol) 

Mp: 147. 5-148. S^'C 



Compound of Example 45 
OCH^ 

OCH^ O 

R^ = '^_y^scH3 



Crystal form: light yellow aclcular (recrystallized 
from methanol) 

Mp: 151-152**C 
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10 



Compound of Example 46 




R-^ = H 



CH^ 



OCB, 



OCH- 



r3 = 



XT 

HO 



/ 
C-CH- 

\ ' 
CH- 



75 



Crystal form: colorless plate (recrystallized from 
diethyl ether-petroleum ether) 

Mp: 150-152°C 



20 



25 



Compound of Example 47 

■ -a? ■ 



= H 



30 



Crystal form: white powdery (recrystallized from 
ethyl acetate-n-hexane ) 

Mp: 126-127°C 



35 



40 



Compound of Example 4 8 
)CH^ 



r1 = 




R^ = H r 



OCH. 



X)0 



I 

CH. 



45 



Crystal form: yellow powdery (recrystallized from 
ethanol -diethyl ether) 

Mp: 124-126**C (HCl salt) 



50 
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Compound of Example 49 

^OCH- 



-XT' 

OCH, 



H , 



■oa. 



Crystal form: white powdery (recrystallized £rom 
dlmethylformamide ) 

Mp: 263-265«'C 



Compound of Example 50 



^OCH. 



•r3 = 



HO 




N 



Crystal form: colorless prismatic (recrystallized 
from dimethyl formamide-water) 

Mp: 249-250 °C (decomposed) 



Compound of Example 51 



OCH- 



R^ = H , 



OCH. 



r3 ^ 




Crystal form: light brown prismatic (recrystallized 
from dimethylformamide) 

Mp: 225-226*»C 
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Compound of Example 52 
OCH, 



r2 = H 



OCH- 



Crystal form: light brown acicular ( recrystallized 
from dimethyl formamlde) 



Mp: 250-251**C 



Compound of Example 53 

■■ -xx::: ■ 



= H , 



r3 ^ 




OH 



Crystal form: white powdery (recrystallized from 
dimethyl formamide ) 

Mp: 145-146**C 



119 



EP 0 513 387 A1 



Compound of Example 54 

OCH^ 

OCH^ 




Crystal form: light brown acicular (recrystallized 
from dimethylformamide-methanol) 

Mp: 182-183°C 



Compound of Example 55 

OCH- 




3 

OCH 



3 




«2 



CI 



Crystal form: light brown prismatic (recrystallized 
from dimethylformamide-methanol) 

Mp: 184-185^C 
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Compound of Example 56 
OCH- 




3 

OCH- 



= r IT , r2 = H , 



H ^ 



Crystal form: white prismatic (recrystallized from 
dioxane) 



Mp: 223-234**C 



Compound of Example 57 



OCHj 



r3 



COCH^ 



Crystal form: light brown granular (recrystallized 
ethanol ) 



Mp: ITB-ITS"* 
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Compound of Example 58 




0CH3 



Crystal foim: light brown powdery (recrystallized 
from ethanol-water) 

Mp: 159-161°C (HCl salt) 



Compound of Example 59 



.OCH^ 

r1 = ir ll^ . r2 = H , 

OCH^ 

H 





Crystal form: white powdery (recrystallized from 
dimethyl formamide ) 

Mp: 300** or above 
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Compound of Example 60 




Crystal form: light brown powdery (recrystallized 
from dimethylf ormamlde) 

Mp: 215-216'*C 



Compound of Example 61 




O 



Crystal form: colorless acicular (recrystallized 
from acetonitrile) 

Mp: ISG-ISV'^C 
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Compound of Example 62 




Crystal form: light yellow powdery (recrystallized 
from ethanol) 

Mp: 128-130*»C (HCl salt) 



Compound of Example 63 




Crystal form: colorless acicular (recrystallized 
from ethyl acetate) 

Mp: 155-156*»C 
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Crystal form: light yellow acicular (recrystallized 
from dimethyl fonnamide-water) 

Mp: 206-208°C 



Compound of Example 65 




Crystal form: light brovm acicular (recrystallized 
from dimethylf ormamide) 

Mp: 168-169°C 
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Compound of Example 66 




Crystal form: white powdery (recrystallized from 
ethanol ) 

Mp: 191-192'*C 



Compound of Example 67 




Crystal forms white powdery (recrystallized 

from dimethyl formamide-methanol) 

Mp: 226-227**C 
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Compound of Example 68 



r1 = 




OCH- 



OCH, 



r2 = H 



Crystal form: light brown acicular (recrystallized 
from dimethyl £oniiaxnide-wat.er) 

Mp: 227-228**C 



Compound of Example 69 



0CH3 



= H , 



r3 = 




Crystal form: white powdery (recrystallized from 
methanol ) 

Mp: 271--272**C 



40 



45 



50 



55 
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Compound of Example 70 




Crystal form; yellow powdery (recrys-talllzed from 
methanol ) 

Mp: 165-167 ^'C (decomposed, 2 HCl salt.) 



Compound of Example 71 




Crystal form: white powdery (recrystallized from 
diethyl ether-pertroleum ether) 

M?: 114-115'*C 
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10 



15 



20 



Compound of Example 72 

OCH. 

if 




r2 = H r 



r3 = 




OH 



OH 



Crystal form: white powdery (recrystallized from 
ethanol-n-hexane ) 

Mp: 229-230*>C 



Compound of Example 73 



25 



30 




= i: I 



OCH, 



OCH- 



r2 = H r 



r3 » 




35 



Crystal form: Orange plate (recrystallized from 
ethanol ) 

Mp: 192-192,5^C 



40 



45 



50 



55 
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Compound of Example 74 




Crystal form: light yellow prismatic ( recrystallized 
from ethanol-n-hexane) 

Mp: 196-197°C 



Compound of Example 75 




Crystal form: light brovm powdery (recrystallized 
from dimethylf ormamide) 

Mp; 203-204''C 
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Compound of Example 76 



,1 . ir T , r2 



H 



OCH- 




/ 



CH^ 



COCH- 



OCH- 



Crystal form: white powdery ( recrystallized from 
diethyl ether) 

Mp: 111-112<»C 



Compound of Example 77 




Crystal form: yellow acicular ( recrystallized 
from acetonitrile ) 

Mp: 219-220. 5*»C 
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Compound of Example 78 



3 

CH 



I ^ 



'■XX> 



N 

I 



Crystal form: light brown powdery (recrystallized 
from acetonitrlle) 

Mp: 172. 5-173. S^'C 



Compound of Example 79 

HO 

3 = _// \\_OH 




Crystal form: light yellow powdery (recrystalllzed 
from ethanol-n-hexane) 

Mp: 203-204°C 
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Compound of Example 80 




Crystal form: yellow aclcular (recrystalllzed from 
ethanol ) 

Mp: ITT-ITS^'C 



Compound of Example 81 




Crystal form: light yellow powdery (recrystallized 
from acetonitrile) 

Mp: 224-225''C 
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Compound of Example 82 




Crystal form: white acicular (recrystalllzed 
from ethanol -water) 

Mp: 125-.126°C 



Compound of Example 83 




Crystal form: yellow prismatic (recrystalllzed from 
ethyl acetate-n-hexane) 

Mp: 147-148*^0 
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Crystal form: light yellow powdery (recrystallized 
from Isopropanol) 

Mp: 202-204**C (HBr salt) 



Compound of Example 85 



r2 = H 



Crystal form: brown plate ( recrys tall 1 zed from 
ethyl acetate ) 

Mp: 131-132*'C 
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Compound of Example 86 




r3 = 



Crystal form: colorless acicular (recry stall! zed 
from ethanol) 

Mp: 147-149** 



Compound of Example 87 




= l^jj , = -CO2C2H5 , 



= -CH, 



Crystal form: white powdery (recrystallized from 
ethanol-water ) 

Mp: 147-148'*C (HCl salt) 
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Compound of Example 88 




5 






10 


T> 3 r^\j r\ c u 




75 








Crystal form: white prismatic 
ethanol ) 


(recrystallized from 




Md* HQ— 120**C ^HCl salt ^ 




20 








Compound of Example 89 




25 






30 






35 








Crystal form: white prismatic 
ethanol ) 


(recrystallized from 




Mp: 198-200*C (decomposed, HCl 


salt) 


40 







45 



60 
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Compound of Example 90 




Crystal form: white powdery (recrystallized from 
ethanol -water ) 

Mp: 118-119*^0 



Compound of Example 91 




Crystal form: yellow columnar (recrystallized from 
ethanol ) 

Mp: llS^lll^'C 
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Compound of Example 92 




Crystal form: light brown acicular (recrystallized 
from ethanol) 

Mp: 184-185^C 



Compound of Example 93 




H 



Carystal form: yellow powdery (recrystallized from 

ethanol ) 

Mp: 255-258 °C (decomposed, HBr salt) 
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Compound of Example 94 




H 



Crystal form: light brown aclcular (recrystallized 
from DMF) 

Mp: 235-236°C 



Compound of Example 95 




Crystal form; light brovTn powdery (recrystallized 
from dimethylf ormamide) 

M?: 236-237**C 
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Compound of Example 96 




Crystal form; white powdery (recrystallized from 
methanol ) 

Mp: 235-236**C 



Compound of Example 97 




H 



Crystal form: colorless prismatic (recrystallized 
from ethyl acetate) 

Mp; 198-199°C 
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Compound of Example 98 



N ^ ^ 



Crystal form: light brown prismatic (recrystallized 

from ethanol -diethyl ether) 

Mp: 148-149*='C (HCl salt) 



Compound of Example 99 



r1 = 





Crystal foirm: yellow acicular (recrystallized 

from ethanol ) 



Mp: 226-228^C (HBr salt) 
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Compound of. Example 100 



r1 = 





Crystal form: dark green acicular (recrystallized 

from ethanol) 

Mp: 154-155°C (HBr salt) 



Compound of Example 101 



r1 = 



r3 = 



// V 




CH. 



r2 = H 



OCH. 




CH- CH^ 
} J I 3 

OSi - C - CH. 

I I 

CH^ CH^ 



Crystal form: light, brown acicular (recrystallized 

from ethanol ) 



Mp: 128-'129^C 
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Compound of Example 102 




Crystal form: white acicular (recrystallized 

from ethanol) 

Mp: 170-171^0 



Compound of Example 103 




Crystal form: yellow acicular (recrystallized from 

chlorof orm-ethanol ) 
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Compound of Exstmple 104 




R-^ = — y — OCH^ , R"^ = 


H , 


OCH^ 
















Crystal form: light violet 


plate ( recrystallized 


from ethanol) 


Mp: 167-169°C (decomposed) 




Compound of Example 105 




r1 = .^r^oCH3 , r2 = 


H , 


^OCH^ 
















Crystal fonn: red powdery ( 


recrystallized from 


ethanol ) 




Mp: 184-186*'C (decomposed) 
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Compound of Example 106 



r1 = —if '^0CH3 , r2 = H , 
OCH. 





Crystal form: brovm acicular (recrystallized from 

ethanol ) 

Mp: 221-224°C 



Compound of Example 107 
R^ = V-OCH3, r2 = H , 



r3 = 




H 

N 
H 



NMR (DMSO-Dg) 6: 

10.5(2H, brs), 8.18(1H, d, J=1.7Hz), 8.09(1H, s), 
7.96(1H, dd, J=8.5H2, 1.7H2), 7.71(1H, d, J=8.5Hz), 
7.5-7.65(2H, m), 7.09(1H, d, J=8.4Hz), 3.86(3H, s), 
3.83(3H, s) 
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Compound of Example 108 



,1 .-/^ 




OCH-. , r2 = H , 



r3 = 




Crystal form: colorless prismatic (recrystallized 

from ethanol) 

Mp: 216-217^C 



Compound of Example 109 



Cl , r2 = H , 



r3 = 




Crystal form: light yellow prismatic (recrystallized 

from dimethyl formamide) 

Mp: 263-264°C 
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Compound of Example 110 








H 




Crystal form: orange acicular (recrystallized from 

dimethyl formamide ) 

Mp: 300 **C or above 


Compound of Example 111 
r1 = -<^^^^^ ^ r2 = H , 




H 




Crystal form: light yellow plate (recrystallized 

from dimethyl formamide) 

Mp: 231-232°C 
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Compound of Example 112 




r1 = -/^A_OCH , r2 = H , 




OH 




H 




Crystal form: light brovm powdery (recrystallized 

from dloxane) 


Mp: 272,5-273-5^C 




Compound of Example 113 








H 




Crystal form: light yellow prismatic 

from dloxane ) 


(recrystallized 


Mp: 242-243^C 
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Compound of Example 114 




Crystal foinn: light yellow acicular (recrystallized 

from dioxane) 

Mp: 236-237*^C 



Compound of Example 115 




Crystal form: light brown prismatic (recrystallized 

from dimethyl f ormamide ) 

Mp: 255-256^C 
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Compound of Example 116 




\ — / ^ 




'■■XC 

H 




Crystal form: light yellow columnar (recrystalllzed 

from dlethylf ormamlde ) 


Mp: 264-265'»C 




Compound of Example 117 




= — CO2H , r2 = H , 




"■■ CO 

H 




Crystal form: light yellow powdery (recrystalllzed 

f rom d ime t hy 1 f ormamlde ) 

Mp: 300 ^C or above 
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Compound of Exeunple 118 






N — ^ 

R-^ = y OCH^ , R 


= H , 












00 






H 




Crystal form: light yellow acicular (recrystallized 

from dimethylf ormamide) 


Mp: 264-265^C 






Compound of Example 119 




















CO 

H 




Crystal form: colorless acicular (recrystallized 

from acetonitrile) 


Mp: 209-210°C 
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Compound of Example 120 




Crystal form: light yellow powdery ( recrystallized 

from dimethylf ormamide) 

Mp: 300®C or above 



Compound of Example 121 




H 



Crystal form: white powdery (recrystallized from 

dimethyl f ormamide-wa ter ) 

Mp: 284.286°C 
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Compound of Example 122 




D 1 — yy \\ O-*- D 2 — LT 

K — — y ~ , K — XI 






H 


Crystal form: colorless acicular 

from dioxane-vrater ) 


( recrys'talllzed 


Mp: 252-253°C 




Compound of Example 123 




r1 ^ -^'^^^"^V-N ^ r2 ^ H 






H 


Crystal form: light green powdery 

from ethanol-water ) 


( recrystallized 


Mp: 256-258°C (HCl salt) 
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Compound of Example 124 



r1 = ^ V-OC^Hg, 

OC2H5 




r2 = H , 



= XXX 



H 



Crystal form: colorless acicular ( recrystallized 

from dioxane) 



Mp: 191-192°C 



Compound of Example 125 

OCH-, 



.1 




, R = H 



0-CH2CH=CH2 




Crystal form: colorless prismatic (recrystallized 

from dioxane-water ) 

Mp: ITS-ITS^^'C 
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Compound of Example 126 




Crystal form: white powdery (recrystallized from 

dimethyl foirmamide ) 



Mp: 185-185^C (HCl salt) 



Compound of Example 127 




H 



Crystal form: light brown acicular (recrystallized 

from chlorof orm-ethanol ) 

Mp: 249«251°C 
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Compound of Example 130 




H 



Crystal form: white powdery (recrystallized from 

dimethyl formamide ) 



Mp: 300 °C or above 



Compound of Example 131 




Crystal form: white powdery (recrystallized from 

ethanol ) 

Mp: 127-128^C 
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Compound of Example 132 




Crystal form: colorless columnar (recrystallized 
from petroleum ether-diethyl ether) 

Mp: 141-142°C 



Compound of Example 133 




N =/ 

Crystal form: light yellow powdery (recrystallized 
from ethanol) 

Mp: 157-167 °C (decomposed, HCl salt) 

NMR (CDCI3) 6: 

3.80(3H, s), 3.87(3H, s), 7.06(1H, d, J=8.5H2)^ 
7*56(1H, dd, J=2.1H2/ 8 . 5Hz ) , 7 . 65-7 . 82 ( 2H, m) , 
8.31{1H, t, J=6.7H2), 8.46(1H, d, J=7.9Hz), 
8.65-8. 82(2H, m) 
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Compound of Example 134 




Crystal form: light yellow powdery ( recrystallized 

from methanol) 



Mp: 270-271°C (decomposed, 1/3 FeCl2 salt) 



Compound of Example 135 



CH3 



r3 = 





O 
H 



Crystal form: yellow powdery (recrystallized from 

dimethylf ormamide-water.) 

Mp: 182-183°C 
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Table 9 



3Xr^ 



Compound of Example 136 




r1 = _/^~A_OCH3 , r2 = H 








■'■■a 


H 


Crystal form: light brown powdery 

from ethanol) 


( recry s t a 1 1 i zed 


Mp: 191-192^C 





Example 137 

In 25 ml of acetic acid was dissolved 2 g of 6-[2-(3,4-dimethoxyben2oyloxy)acetyl]-3,4-dlhydrocar- 
bostyril. I hereto was added 2 g of ammonium acetate. The mixture was stirred at 130'C for 3 hours with 
heating. The solvent was removed by distillation. The residue was dissolved in ethanol. The solution was 
treated with active carbon, and then recrystallization was conducted to obtain 120 mg of 2-(3,4-dimethox- 
yphenyl)-4-(3,4-dihydrocarbostyril-6-yl)oxa2ole as light brown acicular crystals. 
M.p.: 191-192- C 

Example 138 

There were mixed, each in a powdery state, 500 mg of 6-[2-(3,4-dimethoxyben2oylamino)acetyl]-3,4- 
dihydrocarbostyril and 2,4-bis(4-methoxyphenyl)-1,3-dithia-2,4-diphosphetane-2,4-disulfide (Lawesson's 
reagent). The mixture was stirred at 200 "C with heating. After 3 hours, the reaction was completed. The 
residue was subjected to silica gel column chromatography (dichloromethaneimethanol = 49:1 by v/v). A 
solid obtained from the eluate was recrystallized from ethanol to obtain 98 mg of 2-(3,4-dimethoxyphenyl)-5- 
(3,4-dihydrocarbostyril-6-yl)thiazole as a white powder. 
M.p. 235-236 -C 

The compounds of Examples 1-95 and 97-135 were obtained by using respective starting materials, in 
the same procedure as in Example 138. 
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Example 139 

In 50 ml of dichloromethane was dissolved 1 g of 2-(pyridln-3-yl)-4-phenylthlazo!e. Thereto was added 

900 mg of m-chloroperbenzolc acid at room temperature. The mixture was stirred at the same temperature 
5 for 2 hours. The reaction mixture was washed with an aqueous sodium hydrogencarbonate solution and 
dried. The solvent was removed by distillation. The residue was recrystallized from ethyl acetate to obtain 
306 mg of 3-(4-phenylthia20l-2-yl)pyrldine-N-oxide as a brown powder. 
M.p.: 140-141 'C 

10 Example 140 

In 25 ml of acetic anhydride was dissolved 2.8 g of 3-(4-phenylthiazol-2-yl)pyridine-N-oxide. The 
solution was refluxed for 6 hours with heating. The solvent was removed by distillation. The residue was 
treated with ammonia water and extracted with dichloromethane. The extract was water-washed, dried and 
75 subjected to solvent removal by distillation. The residue was mixed with a small amount of dichloromethane. 
The resulting crystals were collected by filtration and recrystallized from methanol to obtain 60 mg of 2-{2- 
oxopyridln-3-yl)4-phenylthiazole as light brown plate crystals. 
M.p.: 206-207 'C (decomposed) 

20 Example 141 

In 50 ml of tetrahydrofuran was suspended 103 mg of lithium aluminum hydride. Thereto was added, in 
small portions, 1 g of 2-(3,4-dimethoxyphenyl)-4-(3,4-dihydrocarbostyril-6-yl)thiazole. The mixture was 
stirred at 90*C for 3 hours with heating. 0,3 ml of water was added under ice-cooling, and the mixture was 

25 stirred and then filtered. The residue was extracted with dichloromethane. The extract was water-washed, 
dried and subjected to solvent removal by distillation. The residue was treated with active carbon and then 
converted into a hydrochloride with methanolhydrochloric acid. The hydrochloride was recrystallized from 
ethanol to obtain 465 mg of 2-(3,4-dimethoxyphenylH-(1.2,3,4-tetrahydroquinolin-6-yl)thiazole hydrochloride 
as a light brown powder. 

30 M.p.: 156-158 

Example 142 

In 4 ml of acetic acid and 2 ml of hydrobromic acid was suspended 500 mg of 2-(3,4-dimethoxyphenyl)- 
35 4-(3,4-dihydrocarbostyril-6-yl)thiazole. The suspension was refluxed for 6 hours with heating. After cooling, 
the resulting crystals were collected by filtration, dried and recrystallized from ethanol to obtain 67 mg of 2- 
(3,4-dlhydroxyphenyl)-4-(3,4-dihydrocarbostyrei!-6-yl)thiazole as a yellow powder. 
M.p.: 255-258 'C (decomposed) 

40 Example 1 43 

In 20 ml of DMF was dissolved 0.57 g of 2-(3.4-dimethoxyphenl)-4-(3,4-dihydro-2H-1 ,4-benzothiazin-3- 
(4H)-one-6-yl)thiazole. 0.065 g of 60% sodium hydride was added under ice-cooling. The mixture was 
stirred for 30 minutes. 0.18 ml of methyl iodide was added, and the mixture was stirred at O'C to room 
45 temperature overnight. The solution was concentrated and mixed with water. The resulting crystals were 
collected by filtration, water-washed and dried. The crystals were recrystallized from DMF-water to obtain 
0.32 g of 2-(3,4-dimethoxyphenyl)-4-(4-methyl-2H-1 ,4-benzothiazin-3(4H)-one-6-yl)thiazole as a light yellow 
powder. 
M.p.: 143.5-1 44 

60 The compounds of Examples 11, 29, 36, 42, 48, 61, 62. 71, 75, 78. 102 and 123 were obtained by 
using respective starting materials. In the same procedure as in Example 1 43. 

Example 144 

55 In 10 ml of pyridine was dissolved 1 g of 2-(3,4-dlmethoxyphenyl)-4-(1,2,3,4-tetrahydroqulnolin-6-yl)- 
thiazole. Thereto was added 0,44 g of benzoyl chloride at 0' C, and the mixture was stirred for 5 hours. The 
solution was concentrated and mixed with ethanol and water in this order. The resulting crystals were 
collected by filtration and recrystallized from ethanol to obtain 0.7 g of 2-(3,4-dimethoxyphenyl)-4-(1- 
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ben2oyl-1,2,3,4-tetrahydroqulnolin-6-yl)thiazole as a light yellow powder. 
M.p. : 152.5-153.5*0 

Example 145 

5 

In 20 ml of tetrahydrofuran was dissolved 300 mg of 2-(3,4-dimethoxyphenyl)-4-(3-amino-4-hydrox- 
yphenyl)thiazole. Thereto was added 0.46 ml of triethylamine at room temperature. The mixture was stirred 
at the same temperature for 30 minutes. 100 mg of phosgene was blown thereinto, and the resulting 
mixture was stirred for 2 hours. The solvent was distilled off. The residue was washed with diethyl ether, 
10 followed by filtration to collect crystals. The crystals were recrystallized from methanol to obtain 50 mg of 2- 
(3,4-dimethoxyphenyl)-4-(ben20xa2ol-2-on-5-yl)thiazole as a white powder. 
M.p.: 271-272*0 

Example 146 

76 

In 10 ml of aceticanhydride and 10 ml of pyridine was dissolved 1 g of 2-(3,4-dimethoxyphenyl)-4- 
(1,2,3,4-tetrahydroquinolin-6-yI)thia20le. The solution was stirred at room temperature overnight. The reac- 
tion mixture was concentrated. The concentrate was mixed with water. The resulting crystals were collected 
by filtration, water-washed and dned Recrystallization from ethanol was conducted to obtain 0.31 g of 2- 
20 (3,4-dimethoxyphenyl)-4-(1-acetyl-l .2.3.4-tetrahydroquinolin-6-yl)thiazole as colorless acicular crystals. 
M.p.: 147.5-148.5*0 

The compounds of Examples 57. 63. 66. 76, 77 and 81 were obtained by using respective starting 
materials, in the same procedure as in Example 146. 

25 Example 147 

2.05 g of 2-(4-ethoxycarbonylphenyl)-4-(3,4-dihydrocarbostyril-6-yl)thiazole was suspended in 20 ml of a 
10% aqueous potassium hydroxide solution and 50 ml of ethanol. The suspension was refluxed for 5 hours. 
Ethanol was removed by distillation. After cooling, the residue was mixed with hydrochloric acid to make it 
30 acidic (pH 1). The resulting crystals were collected by filtration and recrystallized from dimethylformamide 
to obtain 0.70 g of 2-(4-carboxyphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thiazole as a light yellow powder. 
M.p.: 300*0 or above 

Example 148 

35 

In 20 ml of oxalyl chloride was suspended 0.62 g of 2-(4-carboxyphenyl)-4-(3,4-dihydrocarbostyril-6-yl)- 
thiazole. The suspension was refluxed for 1 hour with heating. Oxalyl chloride was distilled off. The residue 
was suspended in acetone under ice-cooling. Thereto was added ammonia water. The mixture was returned 
to room temperature and stirred overnight. The mixture was mixed with water. The resulting crystals were 
40 collected by filtration, water-washed, dried and recrystallized from dimethylformamide to obtain 0.29 g of 2- 
(4-carbamoylphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thiazole as a light yellow powder. 
M.p.: 300 *C or above. 

Example 149 

45 

In 150 ml of chloroform-ethanol was suspended 3.40 g of 2-(3-methoxy-4-methylthiophenyl)-4-(3,4- 
dihydrocarbostyril-6-yl)thiazole. Thereto was added, in small portions, 1.97 g of methachloroperbenzoic acid 
(80%) under ice-cooling. The mixture was stirred for 1 hour. Then, the mixture was returned to room 
temperature and stirred overnight. Thereto was added an aqueous sodium carbonate solution. The mixture 
50 was extracted with chloroform three times. The combined extract was washed with a saturated aqueous 
sodium chloride solution and dried over magnesium sulfate. The solvent was distilled off and the resulting 
crystals were recrystallized from dimethylformamide to obtain 0.50 g of 2-(3-methoxy-4- 
methylsulfinylphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thiazole as light yellow acicular crystals. 
M.p.: 264-265 * 0 

65 The compound of Example 45 was obtained by using the starting material, in the same procedure as in 
Example 149. 

Example 150 
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In 100 ml of chloroform-ethanol was suspended 2.9 g of 2-(3-nnethoxy-4-methylsuIfinylphenyl)-4-(3,4- 
dihydrocarbostyrll-6-yl)thiazole. Under ice-cooling, 1.72 g of nn-chloroperbenzoic acid (80%) was added in 
small portions and the mixture was stirred for 1 hour. Then, the mixture was returned to room temperature 
and stirred overnight. The resulting crystals were collected by filtration, washed with ethanol and diethyl 
5 ether, and dried. Recrystallization from dimethylformamide-water to obtain 0.50 g of 2-(3-methoxy-4- 
methylsuflonylphenyl)-4-(3,4-dihydrocarbostyril-6-yl)thia2ole as a white powder. 
M.p.: 284-286 

Example 151 

10 

In 6 ml of chloroform was dissolved 100 mg of 2-(3,4-dimethoxybenzoyl)-4-(3.4-dihydroxycarbostyril-6- 
yl)thiazole. Thereto was added sodium boron hydride at room temperature, and the mixture was stirred for 1 
hour at the same temperature. The solvent was distilled off. The residue was extracted with chloroform. The 
extract was water-washed, dried and then subjected to solvent removal by distilation. The residue was 
IS purified by silica gel column chromatography (eluent: chloroform/methanol = 99/1) and then recrystallized 
from ethyl acetate to obtain 52 mg of 2-[1-{3,4-dimethoxyphenyl)-1-hydroxymethyl]-4-(3,4- 
dihydroxycarbostyril-6-yl)thiazole as light brown prismatic crystals. 
M.p.: 1 88-1 89 -C 

20 Example 152 

In 50 ml of acetic acid was suspended 2 g of 2-(3,4-dimebthoxybenzyl)-3,4-dihydroxycarbostyril-6-yl)- 
thiazole. Thereto was added 1.2 g of CrOs. The mixture was stirred at 70-80 for 3 hours. Then. 2 g of 
activated magnesium silicate [Florisil (trade name) manufactured by Wako Pure Chemical Industry, Ltd.] 

25 was added, and the mixture was stirred at room temperature for 1 hour. After the completion of a reaction, 
the solvent was removed by distillation, and the residue was suspended in a chloroform-methanol (4:1) 
mixture. The suspension was filtered. The filtrate was subjected to solvent removal by distillation. The 
residue was purified by silica gel column chromatography (eluent: chloroform/methanol = 199/1) and then 
recrystallized from chloroform-ethanol to obtain 300 mg of 2-(3,4-dimethoxybenzoyl)-4-(3,4- 

30 dihydroxycarbostyril-6-yl)thiazole as light brown acicular crystals. 
M.p.: 249-251 'C 

Examples 154-234 

35 Compounds shown in the following Table 10 were obtained by using respective starting materials, in the 
same procedures as in Examples 1 and 1 38. 



40 
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50 
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Table 10 




Compound of Example 154 




r1 = _^^^_0CH3 












r2 = H , r3 = -(TS 


2 






Crystal form: yellow powdery 


( recrystallized from 


dioxane) 




Mp: 196.5-197**C Form: free 




Compound of Example 155 




r1 . -.<Q^CH3 




OCH3 








- H / = — 








Crystal form: light brown acicular (recrystallized 


from methanol) 




Mp: 133-135°C Form: free 
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Compound of Excunple 156 



1 = 




OCH- 



•CH- 



R-' =^ H 




NH. 



Crystal form: light yellow powdery (recrystallxzed 
from ethanol -water) 

Mp: 198-200°C Form: 2 HCl salt 



Compound of Example 157 



R^ = — <^ 0(CH2)3CH3, 



= H 



r3 = 




Crystal form: colorless acicular (recrystallized 
from dioxane) 

Mp: 185-186°C Form: free 
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Compound of Exeunple 158 

r1 = OCH3 

^ ^OCH^ 

O 

r2 = -COCH2CH3 , = ^ ^ 




Crystal form: white powdery (recrystallized from 
ethanol ) 

Mp: 121-123^C Form: free 



Compound of Example 159 




Crystal form: white powdery (recrystallized from 
dioxane-water ) 

Mp: 255-256 °C Form: free 
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Compound of Example 160 




Crystal form: white powdery ( recrystalllzed from 

dioxane ) 

Mp: 154-165°C Form: free 



Compound of Example 161 





Crystal form: colorless acicular (recrystalllzed 
from dioxane) 

Mp: 203-204**C Form: free 
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Compound of Example 162 




r1 = -<^V-0<CH2)9CH3 
^0(CH2)9CH3 








H 


0 


Crystal form: colorless acicular 
from ethanol) 


( recrystallized 


Mp: 125. 5-126. 5°C Form: free 




Compound of Example 163 




r1 = — <(^^^^^(CH^) 3CH3 




O(CH^) -,CH- 
2 ' 3 3 




r2 = H r3 = III 

H 




Crystal form: colorless acicular 
from ethanol) 


(recrystallized 


Mp: 170-171°C Form: free 
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Compound of Example 164 




Crystal form: white powdery ( recrystalllzed from 

dioxane ) 

Mp: 203-204°C Form: free 



Compound of Example 165 

r1 = -/~VoCH3 

OCHjCHg 




H 



Crystal form: colorless acicular (recrystalllzed 
from dioxane) 

Mp: 179-181^C Form: free 
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Compound of Example 166 




Crystal forms light yellow prismatic (recrystallized 
from dioxane) 

Mp: 250-251 ^C Form: free 



Compound of Example 167 




Crystal form: white acicular (recrystallized from 
dioxane-water ) 

Mp: 188-189**C Forms free 
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Compound of Example 168 




r1 = v> — ocH^ , 
^0(CH2)3CH2 




H 




Crystal form: light yellow acicular 

from dioxane-water ) 


(recrystallized 


Mp: 189-190*'C Form: free 




Compound of Example 169 




r1 = (^^^~^' OCH3 , 

^OCH^ 








Crystal form: light brown prismatic 

from ethyl acetate) 


( recry s ta Hi zed 


Mp: 171.172°C Form: free 





171 



EP 0 513 387 A1 



Compound of Example 170 




OCH2CH3 



OCH2CH3 



r2 = H 




CN 



Crystal form: colorless acicular (recrystallized 

from ethanol) 

Mp: 125-126**C Form: free 



Compound of Example 171 




OCH3 , R-^ - H 
OCH, 



r3 = 




HO 



O 

II 

COCH- 

OH 

OH 



Crystal form: colorless acicular (recrystallized 

from ethanol) 

Mp: 195-197°C Form: free 
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Compound of Example 172 




Crystal form: light yellow powdery (recrystalllzed 
from ethanol -water) 

Mp: 96-97«*C Form: HCl salt 



Compound of Example 173 



= — (/ OCH3 , r2 = H 

OCH3 





Crystal form: light brown powdery (recrystallized 
from ethanol) 

Mp: 138-139 ^C Form: dihydrochloride 
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Compound of Example 174 




O 



Crystal form: light yellow powdery 
Mp; 248-249^C Form: free 



Compound of Example 175 
= y — OCH2CH3 

^OCH^CH^ 




Crystal form: light yellow plate (recrystallized 

from ethanol) 

Mp: 195-196°C Form: free 
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Compound of Example 176 

OCH^ 



,.CH20H 



r3 






0CH9 /y^ 



^ \\ — CH2O 0CH2 




Crystal form: white powdery (recrystailized from 
ethyl acetate) 

Mp: 180-181 *»C Form: free 



Compound of Example 177 



r1 = 



^— OCH3 



OCH- 



» H 




H 



Crystal form: light yellow prismatic (recrystailized 
from dioxane) 

Mp: 254-255**C Form: free 
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Compound of Example 178 

= — (/ % OCH3 

0CH3 




N(CH3)2 



N(CH3)2 



Crystal form: brown powdery ( recrystallized from 
ethanol -diethyl ether) 

Mp: 164-165°C Form: dihydrochloride 



Compound of Example 179 




\^ ^ — // \N — OCH2CH3 



OCH2CH3 



r2 = H , . = (/ '^^) CI 

"NO, 




Crystal form: light yellow acicular (recrystallized 
from ethanol) 

Mp: 138-139®C Form: free 
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Compound of Example 180 




Crystal form: yellow acicular (recrystallized from 
ethanol ) 

Mp: 117-118**C Forms dihydrochloride 



Compound of Example 181 



= — /^^~^'^ OCH2CH3 , r2 = H 

OCH2CH3 




Crystal form: colorless acicular (recrystallized 
from ethanol) 

Mp: 168-170°C Form: trihydrochloride 
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Compound of Example 182 




Crystal form: white prismatic (recrys tall i zed from 
toluene ) 

Mp: 175-176°C Form: free 



Compound of Example 183 



= OCH2CH3 , r2 = H 



OCH2CH3 



^CH^OCCH^ 



O 

= (/ 0 ( V-^OCCHo 

111 \ 

CH^CO ^0CCH3 



Crystal form: white powdery ( recrystallized from 
ethyl acetate-n-hexane ) 

Mp: 180-181*=*C Form: free 
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Compound of Exaonple 184 




Crystal form: white acicular (recrystallized from 
ethanol) 

Mp: 138~140^C Form: free. 



Compound of Example 185 




O 



Crystal form: yellow powdery (recrystallized from 
ethanol-water ) 

Mp: 175-176^C Form: free 
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Compound of Example 186 




Crystal form: light yellow acicular (recry stall! zed 
from ethanol -diethyl ether) 

Mp: 138-140°C Form: hydrochloride 
Compound of Example 187 




Crystal form: orange acicular (recrystallized from 
ethyl acetate-n-hexane ) 

Mp: 119-120*'C Form: free 
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Compound of Example 188 



// V 




OCH2CH3 , r2 = H 
CH2CH3 



r3 = 



M N NH 




NO. 



Crystal form: brown prismatic (recrystallized from 
ethanol ) 

Mp: 202-203**C Form: hydrochloride 



Compound of Example 189 




OCH2CH3 , r2 = H 
H2CH2 




NO. 



Crystal form: yellow acicular (recrystallized from 
dioxane-water ) 

Mp: 142-143**C Form: free 
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Compound of Example 190 




Crystal forms white acicular ( recrystallized from 
ethanol ) 

Mp: 194-195''C Form: free 



Compound of Example 191 



= (( \) OCH2CH3 , r2 = H 

OCH2CH2 





Crystal forms colorless acicular (recrystallized 
from ethanol-water) 

Mp: 173-175*'C Form; hydrochloride 
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Compound of Example 192 




Crystal form: light yellow aclcular (recrystallized 
from ethanol) 

Mp: 98-99**C Form: free 
Compound of Example 193 




Crystal form: colorless acicular (recrystallized 
from ethanol) 

Mp: 95-96^C Form: free 
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Compound of Example 194 




Crystal form: yellow acicular (recrys tall i zed from 
dioxane-water ) 

Mp: 145-146. 5**C Form: free 



Compound of Example 195 




Crystal form: colorless acicular (recrystallized 
from ethanol) 

Mp: 114-114. S^'C Form: free 
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Compound of Example 196 




Crystal form: yellow powdery (recrystallized from 
et:hanol ) 

Mp: 158-180°C (decomposed) Forms dihydrochloride 

NMR (DMSO-dg) 5: 

1.28-1.5(6H, m), 4 . 02-4 . 25 ( 4H, m) , 7.10(1H, d^ J= 
8.3H2), 7.19(1H, d, J=8-5Hz), 7 . 46-7 . 63 ( 2H^ m) , 
7.83-7.97(2H, m) , 8.12(1H, d, J=2H2) 

Compound of Example 197 




Crystal form: light green powdery (recrystallized 
from ethanol -water ) 

Mp: 230 ^C (decomposed) Form: hydrochloride 
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Compound of Example 198 
= V) OCH, 




3 

OCH3 



r2 = H = ^ 




Crystal form: colorless acicular (recrystallized 
from ethanol) 

Mp: 24 4 **C (decomposed) Form: hydrochloride 



Compound of Example 199 




OCH2CH3 , 
OCH2CH2 



= H , R^ = — ^) CH, 



Crystal form: colorless acicular (reczrystallized 
from ethanol) 

Mp: 111-112«*C Form: free 
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Compound of Example 200 




OCH2CH3 



OCH^CH^ 













r2 = H 




r3 = 


a 


0 



Cjrystal form: colorless column (recryst:alllzed from 

dioxane ) 

Mp: 228-229°C Form: free 



Compound of Example 201 



= — <7 V OCH3 , r2 = H 

OCH, 





OH 



^CH3 



Crystal form: white powdery (recry stall! zed from 
e thanol -water ) 

Mp: 186-188°C Form: dlhydrochloride 
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Compound of Example 202 




OCH3 , = H 



OCH- 



r3 = 



1/ V 




OCHo 
N N-CCH-, 



Crystal form: yellow acicular (recry stall! zed from 
methanol -ethyl acetate) 

Mp: 170-171'*C Form; free 



Compound of Example 203 



7 W 




OCH2CH3 



OCH2CH3 



H 



r3 = 




— 0CH3 

0 

N N-CCH; 



Crystal form: white powdei^ {recrystallized from 
ethyl acetate-n-hexane) 

Mp: 112-113**C Forms free 
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Compound of Example 204 




OCH: 



OCH, 



, r2 = H 



^3 = 




OCH: 



N N 



Crystal form: white powdery (recrystallized from 

ethanol ) 

Mp: 150-154*'C (decomposed) Form: dihydrochloride 



Compound of Example 205 




OCH2CH3 , r2 = H 



OCH^CH^ 



r3 = 



OCH- 



N N 



Crystal form: white powdery (recrystallized from 
methanol -ethyl acetate) 

Mp: 206-208 **C Form: trihydrochloride 
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R^ = H 


C)CH2CH3 




= ^v) 0CH3 




\^ 

- CH^ 




Crystal form: white powdery 
ethanol ) 


(recrystallized from 


Mp: 155-158**C (decomposed) 


Form: trihydrochloride 


Compound of Example 207 




R^ = ^nT^/^ OCH2CH3 , 


r2 = H , 


OCH^CH^ 








N - CH^CH-j 




Crystal form: white powdery 
ethanol ) 


(recrystallized from 


Mp: 241-242*=*C Form: trihydrochloride 
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Compound of Example 206 




Crystal form: yellow powdery (recrystallized from 
ethanol ) 

Mp: 156-162*C Form: dihydrochloride 
Compound of Example 209 

= \ OCH3 , r2 = H , 

^^-OCH^ 

OH 

CH^N N - CH^ 

NMR (DMSO-dg) 6: 

2.83(3H, brs), 3 . 28-3 . 82 ( 8H, m) , 3.85(3H, 5), 

3.91(3H, s), 7.11(2H, d, J=8.4Hz), 7.52-7,68 

(2H, m), 7.87(1H, s), 7,98(1H, dd, J=2.0Hz, 8-5Hz), 

8.30(1H, d, J=2*0H2) 

Crystal form: yellow powdery (recrystallized from 
ethanol ) 

Mp: 178-190**C Form: trihydrochloride 
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Compound of Example 210 




Crystal form: white powdery (recrystallized from 
ethanol ) 

Mp: 188-192®C (decomosed) Form: dihydrochloride 



Compound of Example 211 




Crystal form: yellow acicular (recrystallized from 
ethyl acetate-ethanol ) 

Mp: 166-170**C Form: trihydrochloride 
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Compound 


o£ Example 212 


r1 


o 


— OCH3 , ^ r2 = H , 




OCH^ 






— OCH3 














form: 


yellow powdery (recrystallized from 






ethanol ) 


Mp: 167 


-171*>C 


Form : dihydrochloride 


Compound 


of Ex£unple 213 


r1 = _ 




— OCH2CH3 , r2 = H , 






OCH2CH3 






OCCH- 


r3 = — 




' 0 






OCCH, 
II ^ 






0 


Crystal form: 


white acicular (recrystallized from 






ethanol ) 


Mp: 137- 


aas^'c 


Form: free 
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Compound of Example 214 




(/ \ OCH2CH3 




OCH^CH^ 
OCH, 



o 

iioCH- 



r2 - H 



Crystal form: colorless prismatic (recrystallized 
from ethyl acetate) 

Mp: 121-122°C Form: free 



Compound of Example 215 



OCH2CH3 , r2 = H , 



OCH^CH^ 




OCH, 



COOH 



Crystal form: colorless acicular (recrystallized 
from ethanol) 

Mp: 176-177**C Form: free 
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Compound of Example 216 




Crystal form: white powdery (recrystalllzed from 
ethyl acetate) 

Mp: 185-186**C Form: hydrochloride 



Compound of Example 217 



= (/ \) OCH2CH3 , r2 = H , 

0CH2CH^ 



)CH3 




Crystal form: white granular (recrystalllzed from 
diisopropyl ether) 

Mp: 113-114**C Form: free 
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Compound of Example 218 




= V OCH2CH3 , r2 = H , 

OCH^CH^ 



^3 ^ 




OCH- 



CH^N N - CH^ 



Crystal form: white powdery (recrystalllzed from 
ethyl acetate ) 

Mp: 212-214^0 Form: dihydrochloride 



Compound of Exaunple 219 




OCH2CH3 , 



OCH^CH^ 



OH 



^2 « 



H 




Crystal form: white plate ( recrystalllzed from 
ethanol ) 

Mp: 126-128*^C Form: free 
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Compound of Example 220 



.1 \^ 




OCH2CH3 



OCH2CH^ 



HO 



H 




Crystal form: 



light yellow acicular (recrystallized 
from ethanol) 



Mp: 97-98**C Form: free 



Compound of Example 221 



r1 = 




— 0CH2CH'j / 
OCH2CH2 



H 



X3 



Crystal form: white acicular (recrystallized from 
ethanol ) 

Mp: 161-164 *^C Form: hydrochloride 



50 



55 
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Compound of Example 222 



1 = -/^ 




OCH2CH3 , 
OCH^CH^ 



= -CO2C2H5 , = -CO2C2H5 



Crystal form: vhite powdery (recrys'tallized from 

ethyl acetate) 

Mp: 212-214^C Form: dihydrochloride 
Compound of Example 223 




Crystal foxnn: yellow powdery (recrystalllzed from 
d imet hy 1 f ormamide ) 

Mp: 270-279**C (decomposed) Form: free 

NMR (DMSO-Dg) 6: 
1.39(3H, t, J-6.8HZ), 1.40(3H, t, J-6.8H2), 
4.00-4.3(4H, m), 7.13{1H, d, J=8,4H2), 7.16 (IH, d, 
J=2.0Hz), 7.68(1H, dd, J=2.0H2, 8.4Hz), 11.97(2H, 
brs) 
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Compound of Example 224 




Crystal form: light brown powdery (recrystallized 
from ethanol) 

Mp: 188-210''C (decomposed) Form: dlhydrochloride 

NMR (DMSO-dg) Ss 

2.82(3H, s), 3.25-3.78(8H, m) , 3.85(3H, s), 3.88 

(3H, s), 4.49{2H, brs), 7.09(1H, d, J=8.6Hz), 

7-44-7. 60(2H, m), 7.92(1H, s) 

Compound of Example 225 




Crystal form: yellow powdery (recrystallized 
from acetone) 

Mp: 114«115°C Form: hydrochloride 
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Compound of Example 226 




0CH2CH3 



0CH2CH2 



r2 = H 



0 

I 

-CH 




OCH 



3 

OCH3 



Crystal form: light brown powdery (recrystalllzed 
from diethyl ether) 

Mp: 122-123**C Form: free 



Compound of Example 227 



r1 = — CX:H2CH3 , « H 

OCH2CH^ 




r3 = —V \ OCH 



3 



Crystal form: white powdery (recrystalllzed from 
ethyl acetate-n-hexane ) 

Mp: 128-129**C Form: free 
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Compound of Example 228 




Crystal form: dark yellow powdery (recrystallized 
from dimethyl formamide-water) 

Mp: 285-290^C (decomposed) Form: free 



Compound of Example 229 



r1 - T II , r2 - H 




O 




OCCH 



II 
O 



Crystal form: colorless prismatic (recrystallized 
from ethyl) 

Mp: laO-iai^'C Form: free 
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Compound of Example 230 




o 

R-^ = — K V— OCCH3 , 

OCCH- 
II ^ 




Crystal form: light brown powdery ( recrystallized 
from dlmethylformamide-ethanol ) 

Mp: 256-257 "'C Forms free 



Compound of Example 231 



- OCH2CH3 , r2 = H , 

OCH^CH^ 




= -CH = CH'VW 



Crystal form: light yellow powdery 
Mp: 94-95**C Form: free 
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Compound of Example 232 




= —(^ % OCH2CH3 , 

OCH^CH^ 



r2 « H , r3 = —V V COOH 




Compound of Example 233 



r1 = 




OCH2CH3 



OCH2CH2 



r2 = H 



r3 = 




// \\- OH 
CONH- 



Crystal forms colorless prismatic (recrystallized 
from methylene chloride-ehtanol ) 

Mp: 195-196°C Form: free 



Compound of Example 234 



r1 




OCH2CH3 
CH^CH^ 



r2 = H 




,3. -f/^ 



OH 



CON 



/CH3 



Example 235 

50 

5.9 g of 4-(3,5-clinitrophenyl)-2-(3,4-dimethoxyphenyl)tria2ole and a solution of 24.4 g of stannous 
chloride dihydrate dissolved in 90 ml of concentrated hydrochloric acid were stirred at room temperature for 
2 hours. After cooling, the resulting crystals were collected by filtration and recrystallized from ethanol-water 
to obtain 3.73 g of 4-(3,5-dlaminophenyl)-2-(3,4-dimethoxyphenyl)thla2ole dihydrochlorlde. 
55 M.p.: 198-200" C 
Light yellow powder 

The compounds of Examples 55, 91, 104. 181, 191, 196, 197. 198, 208 and 232 were obtained using 
respective starting materials, In the same procedure as In Example 235. 
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Example 236 

In 45 ml of tetrahydrofuran were dissolved 1.5 g of 4-(4-hydroxyphenyl)-2-(3,4-dlethoxyphenyl)thla2ole, 
1.4 g of 2,3,4,6-tetra-0-acetyl-;8-D-glucopyranose and 1 .3 g of triphenylphosphine. Thereto was added, in 

5 small portions at 0"C, a solution of 0.9 g of diethyl azodicarboxylate dissolved in 5 ml of tetrahydrofuran. 
The mixture was stirred at room temperature for 14 hours. The solvent was removed by distillation. The 
residue was purified by silica gel column chromatography (eiutant: dichloromethane) and recrystallized from 
ethyl acetate-n-hexane to obtain 1.52 g of 4-[4-(2,3,4,6-tetra-0-acetyl-/9-D-glucopyranosyloxy)phenyl]-2-(3,4- 
diethoxyphenyl) thiazole. 

10 M.p.: 180-181 'C 
White powder 

The compounds of Examples 171 and 184 were obtained using respective starting materials, in the 
same procedure as in Example 236. 

16 Example 237 

In 6 ml of a methanol-dichloromethane (2:1) mixed solvent was suspended 0.15 g of 4-[4-(2,3,4,6-tetra- 
0-acetyl-j8-D-glucopyranosyloxy)phenyl]-2-(3,4-diethoxyphenyl)thiazole. Thereto was added a catalytic 
amount of sodium methylate. The mixture was stirred at room temperature for 2 hours. The solvent was 
20 removed by distillation. The residue was recrystallized from methanol to obtain 71 mg of 4-[4-(i8-D- 
glucopyranosyloxy)phenyl]-2-(3,4-diethoxyphenyl)thiazole. 
M.p.: 138-140* C 
White acicular crystals 

25 Example 238 

2 ml of chlorosulfonic acid was dropwise added to 40 ml of pyridine at room temperature. The mixture 
was stirred at 50 "C for 12 hours. Thereto was added 0.33 g of 4-(4-hydroxyphenyl-2-(3,4-dimethox- 
yphenyl)thiazole. The mixture was stirred at 50'C for 6 hours and then at room temperature overnight. The 

30 reaction mixture was concentrated to dryness under reduced pressure. The residue was mixed with water 
and the resulting crystals were collected by filtration. The resulting 4-(4-hydroxysulfonyloxyphenyl)-2-(3,4- 
dimethoxyphenyOthiazole pyridinium salt was suspended In 3 ml of methanol. Thereto was added 5 ml of a 
0.1 N aqueous potassium hydroxide solution. The mixture was stirred at room temperature overnight. The 
reaction mixture was concentrated. The residue was dissolved in water. The solution was treated with 0.5 g 

35 of an ion exchange resin (Dowex 50Wx8). The filtrate was concentrated to obtain 0.04 g of 4-(4- 
hydroxysulfonyloxyphenyl)-2-(3,4-dimethoxyphenyl)thiazole. 
M.p.: 248-249 
Light yellow powder 

40 Example 239 

In 25 ml of ethanol were suspended 0.5 g of 4-(4-hydroxyphenyl)-2-(3,4-dimethoxyphenyl)thiazole, 1 g 
of paraformaldehyde and 0.5 g of N-methylpiperazine. The suspension was refluxed for 8 hours with 
heating. The reaction mixture was subjected to distillation under reduced pressure to remove the solvent. 

45 The residue was purified by silica gel column chromatography (eluent: dichloromethane/methanol = 49/1 
by v/v) and dissolved in 10 ml of ethanol. Thereto was added 0.5 ml of ethanol saturated with hydrogen 
chloride gas, and the mixture was allowed to stand. The resulting crystals were collected by filtration, dried 
and recrystallized from ethanol to obtain 0.2 g of 4-[4-hydroxy-3-(4-methyl-l-pipera2inyImethyl)phenyl]-2- 
(3,4-dimethoxyphenyl)thiazole trihydrochloride. 

60 M.p.: 178-190- C 
Yellow powder 

NMR (DMSO-d6)6 : 2.83-3.82 (3H, brs), 3.28-3.82 (8H, m). 3.85 (3H, s), 3.91 (3H, s). 7.11 (2H, d, 
J = 8.4Hz), 7.52-7.68 (2H, m), 7.87 (1H, s), 7.98 (1H, dd, J = 2.0Hz, 8.5Hz), 8.30 
(1H, d, J=2.0Hz). 

66 

Example 240 

20 ml of a dimethylformamide solution containing 1.5 g of 4-(3-methoxy-5-carboxyphenyl)-2-(3.4- 
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diethoxyphenyl)thiazole, 0.4 g of N-methylpiperazine and 0.7 g of diethyl cyanophosphonate was stirred 
with ice-cooling. Thereto was added 0.6 ml of triethylamine. The mixture was stirred at room temperature 
for 14 hours. The solvent was distilled off. The residue was mixed with 80 ml of dichloromethane and 30 ml 
of water. Phase separation was conducted and the dichloromethane layer was washed with 20 ml of a 

5 saturated aqueous sodium hydrogencarbonate solution was 20 ml of a saturated aqueous sodium chloride 
solution, and dried. The solvent was removed by distillation. The residue was purified by silica gel column 
chromatography (eluent: dichloromethane/methanol = 200/3 by v/v) and then dissolved in ethyl acetate. To 
the solution was added hydrochloric acid-ethanol. The resulting crystals were collected by filtration, dried 
and recrystallized from ethyl acetate to obtain 1.2 g of 4-t3-methoxy-5-(4-methyl-1-piperzinylcarbonyl)- 

10 phenyl-2-(3,4-diethoxyphenyl)thiazole hydrochloride. 
White powder 
M.p.: 185-186 'C 

The compounds of Examples 120, 217 and 233 were obtained by using respective starting materials, in 
the same procedure as in Example 240. 

75 

Example 241 

In 20 ml of tetrahydrofuran was dissolved 0.4 g of 4-[3-methoxy-5-(4-methyl-1-pipera2inylcarbonyl)- 
phenyl-2-(3.4-diethoxyphenyl)thia2ole. Thereto was added 32 mg of lithium aluminum hydride in small 

20 portions. The mixture was stirred at 0*C for 30 minutes and at room temperature for 2 hours. Then, there 
were added 0.05 ml of a 10% aqueous sodium hydroxide solution and 0.1 ml of water. The mixture was 
stirred at room temperature for 20 minutes. The reaction mixture was filtered. The filtrate was concentrated. 
The residue was purified by silica gel column chromatography (eluent: dichloromethane/methanol = 99/1 
by v/v) and dissolved in ethyl acetate. Thereto was added hydrochloric acid-ethanol. The resulting crystals 

25 were collected by filtration, dried and recrystallized from ethyl acetate to obtain 40 mg of 4-[3-methoxy-5-(4- 
methyl-1-piperazinylmethyl)phenyl]-2-(3,4-diethoxyphenyl)thiazole dihydrochloride. 
White powder 
M.p.: 212-214 

The compound of Example 209 was obtained by using starting materials, in the same procedure as in 
30 Example 241. 

Example 242 

A solution of 1 g of 4-(4-chloro-3-nitrophenyl)-2-(3,4-diethoxyphenyl)thiazole and 636 mg of morpholine 
35 dissolved in 20 ml of dimethylformamide and 20 ml of dimethyl sulfoxide was refluxed at 150*C for 2-3.5 
hours with heating. The reaction mixture was subjected to vacuum distillation. The residue was added to ice 
water, and an aqueous sodium hydrogencarbonate solution was added. The solution was extracted with 
dichloromethane three times. The combined extract was washed with an aqueous sodium chloride solution 
and dried over magnesium sulfate. The solvent was removed by distillation. The residue was purified by 
40 silica gel column chromatography and recrystallized from ethyl acetate-n-hexane to obtain 1.03 g of 4-(4- 
morpholino-3-nitrophenyl)-2-(3,4-diethoxyphenyl)thiazole. 
Orange acicular crystals 
M.p.: 1 1 9-120 -C 

The compounds of Examples 173, 180, 188 and 189 were obtained by using respective starting 
45 materials, in the same procedure as in Example 242. 

Example 243 

In 4 ml of ethanol was suspended 1 g of 4.5-diethoxycarbonyl-2-(3,4-diethoxyphenyl)thiazole. Thereto 
60 was added 2 ml of hydrazine hydrate. The mixture was sealed in a tube and heated at 130* C for 48 hours. 
After cooling, the resulting crystals were collected by filtration, washed with ethanol, dried and recrystallized 
from dimethylformamide to obtain 220 mg of 2-(3.4-diethoxyphenyl)-5,6-dihydrothiazolo[4,5-d]pyridazine- 
4,7-dione. 

M.p.: 270-279 'C (decomposed) 
65 Yellow powder 

NMR (DMSO-d6)5 : 1.39 (3H, t, J = 6.8H2). 1.40 (3H, t. J=6.8Hz). 4.00-4.35 (4H, m), 7.13 (1H, d. 

J = 8.4HZ), 7.61 (1H, d, J = 2.0Hz), 7.68 (1H. dd, J = 2.0Hz, 8.4H2). 11.97 (2H. 
brs). 
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Example 244 

In 10 ml of dlmethylformamide were dissolved 860 mg of 2-(3,4-dlmethoxyphenyl)-4-chloromethyl- 
thiazole and 320 mg of N-methylpiperazlne. Thereto was added 130 mg of sodium hydride. The mixture 

5 was stirred at room temperature for 14 hours. The solvent was removed by distillation. The residue was 
extracted with chloroform. The extract was water-washed, dried and subjected to distillation to remove the 
solvent. The residue was dissolved in ethanol. To the solution was added ethanol saturated with hydrogen 
chloride gas, and the mixture was allowed to stand. The resulting crystals were collected by filtration, 
washed with a small amount of ethanol, dried and recrystallized from ethanol to obtain 820 mg of 2-(3,4- 

10 dimethoxyphenyl)-4-(4-methylpiperazinyimethyl)thia20le. 
M.p.: 1 88-210 • C (decomposed) 
Light brown powder 

The compounds of Examples 209, 212 and 218 were obtained by using respective starting materials, in 
the same procedure as in Example 244. 

75 

Example 245 

60 ml of a tetrahydrofuran solution of a Grignard reagent prepared from 2.4 g of 1-bromo-3,4- 
dimethoxybenzene was stirred with ice-cooling. Thereto was added 20 ml of a tetrahydrofuran solution of 3 

20 g of 2-(3,4-diethoxyphenyI)-4-formylthia2ole. The mixture was stirred at the same temperature for 1 hour 
and at room temperature for 3 hours. 10 ml of a saturated aqueous ammonium chloride solution was added. 
The solvent was removed by distillation. The residue was extracted with 100 ml of chloroform. The extract 
was washed with 20 ml of water and 20 ml of a saturated aqueous sodium chloride solution, and dried. The 
solvent was removed by distillation. The residue was purified by silica gel column chromatography (elutant: 

25 dichloromethane/acetone = 99/1 by v/v) and recrystallized from diethyl ether to obtain 2.2 g of 2-(3.4- 
diethoxyphenyl)-4-[1-hydroxy-1-(3,4-dimethoxyphenyl)methyl]thiazole. 
M.p.: 1 22-1 23 'C 
Light brown powder 

The compound of Example 128 was obtained by using starting materials, in the same procedure as in 
30 Example 245, 

Example 246 

In 20 ml of chloroform was dissolved 150 mg of 2-(3,4-diethoxyphenyl)-4-[1-hydroxy-1-(3,4-dimethox- 
35 yphenyl)methyl]thia20le. 1 g of manganese dioxide was added. The mixture was refluxed for 2 hours with 
heating. The reaction mixture was filtered. The filtrate was concentrated. The residue was recrystallized 
from ethyl acetate-n-hexane to obtain 98 mg 2-(3,4-diethoxyphenyl}-4-(3,4-diethoxybenzoyl)thia2ole. 
M.p.: 128-1 29 
White powder 

40 The compound of Example 127 was obtained by using starting materials, in the same procedure as in 
Example 246. 

Example 247 

-45 4.2 ml of n-butyllithium was dropwise added in small portions to a suspension of 2.6 g of benzyl- 
triphenylphosphonium chloride in 10 ml of tetrahydrofuran, with stirring at -50 'C. The mixture was heated to 
room temperature and, after cooling again to -50"* C, was mixed with 12 ml of a tetrahydrofuran solution of 2 
g of 2-(3,4-diethoxyphenyl)-4-formylthiazole The mixture was stirred at the same temperature for 30 minutes 
and at room temperature for 14 hours. 10 ml of water and 40 ml of ethyl acetate were added to conduct 

50 extraction and phase separation. The solvent layer was dried and subjected to distillation to remove the 
solvent. The residue was purified by silica gel column chromatography to obtain 2 g of 2-(3,4-diethox- 
yphenyl)-4-styrylthiazole as a 1:1 mixture of cis form and trans form. 
M.p.: 94-95 -C 
Light yellow powder 

55 The compounds of Examples 129 and 135 were obtained by using respective starting materials, in the 
same procedure as in Example 247. 

Example 248 
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The compounds of Examples 155. 169, 175, 182, 190, 196. 201, 208, 209, 210, 211, 219. 220, 228 and 
233 were obtained by using respective starting materials, in the same procedure as in Example 142. 

Example 249 

5 

The compounds of Examples 172, 178, 180, 181, 186, 201, 206, 207, 209, 210, 211, 216 and 234 were 
obtained by using respective starting materials, in the same procedure as in Example 1 43. 

Example 250 

10 

The compound of Example 226 was obtained by using starting materials, in the same procedure as in 
Example 151. 

Example 251 

75 

The compound of Example 227 was obtained by using starting materials, in the same procedure as in 
Example 152. 

Example 252 

20 

The compounds of Examples 159. 175, 186, 202 and 203 were obtained by using respective starting 
materials, in the same procedure as in Example 146. 

Examples 253-351 

The compounds shown in the following Table 11 were obtained by using respective starting materials, 
in the same procedures as in Examples 1 and 138. 
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Table 11 



r3 - >-N^ ^ R 



Compound of Example 253 




= OC2H3 




CO2H 



Crystal form: white powdery ( recrystallized from 

methanol -chloroform 
M.p.: 219. 3-220. S'^C Form: free 



Compound of Example 254 



= "^V OC2H5 , 



R^ = H , R^ = OH 

"^C02CH3 

Crystal form: white acicular (recrystallized from 

ethanol ) 
M,p.: 137-138*'C Form: free 
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Compound of Example 255 
" \ / ^^^^^ ' 

^COzCHj 

r2 = H , = --<f ^ OCH2CO2CH3 



Crystal form: colorless acicular (recrystallized 

from diisopropyl et:her) 
M.p.: 96-97°C Form: free 



Compound of Example 256 



OC2H5 




CO2CH3 

OCH2CH = CH2 



r2 = H 



Crystal form: white powdery (recrystallized from 

diisopropyl ether) 
M.p.: 86-87°C Form: free 



Compound of Example 257 
OC2H5 



R^ = H 



.CO2H 

OCH2CO2H 



Crystal form: light brown granular (recrystal- 
lized from diisopropyl ether) 
M.p.: 199-200°C Form: free 
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Compound of Example 258 
^ OC2H3 

.CONH2 

R2 = H , = ^ \- OH 

Crystal form: colorless prismatic ( re crystallized 

from dichloromethane-ethanol) 
M.p.: 195-196°C Form: free 



Compound of Example 259 

1 = 



R^ = H 



OC2H3 , 
OC2H5 



CO2H 

Crystal form: white powdery ( recrystallized from 

diethyl ether-n-hexane) 
M.p*: 131-131. 8°C Form: free 



Compound of Example 260 

R* = OC2H3 , 

^OCzHj 



R^ = H 



.CH2CH=CH2 
R^ = -/ V OH 

CO2CH3 




Crystal form: colorless prismatic (recrystallized 

from diisopropyl ether) 
M.p.: 118-119**C Form: free 
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Compound of Example 261 

^ OC2H5 
OC2H5 

r2 = H , « \- OCH2CH=CH2 

Crystal form: white acicular ( recrys tall i zed 

from ethyl acetate) 
M-p.: 159-160**C Form: free 



Compound of Example 262 
R' = -/ OC2H5 , 




OC2H5 



^ CH2CH=CH2 



R^ = H , = ^ *\-OH 

^ CO2H 

Crystal form: white acicular ( r eery stall i zed from 

ethanol ) 
M.p.: 156-157°C Form: free 



Compound of Example 263 




R' = H 



Crystal form: light brown powdery ( recrys ta Hi zed 

from dioxane-ethanol ) 
M.p.: 283^285°C Form: free 
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Compound of Example 264 



OC2H5 
OC2H5 



.N02 



= H , V(? ^ \- OH 

^ COjCHj 

Crystal form: yellow acicular ( recrystallized 

from dichloromethane-ethanol) 
M.p.: 194-195**C Form: free 



Compound of Example 265 



R^ = 




- OC2H5 , 
OC2H5 



r2 = H 




CO2CH3 



Crystal form: yellow powdery (recrystallized from 

ethanol-chlorof orm) 
M.p.: 150.4-152''C Form: free 



Compound of Example 266 

R^ = -V OC2H5 , 



^ OC2H5 



^COzCHa 



R^ = H 



^ ^ \ OCH2OCH3 



Crystal form: white acicular (recrystallized 

from ethanol) 
M.p-: 82-83°C Form: free 
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Compound of Example 267 

= -/ V OC2H5 
OC2H5 




r2 = H 



^COzH 
" \ / ^^^^^^^^ 



Crystal form: white acicular ( recrystallized 

from ethyl acetate) 
M.p.: 134-135«»C Form: free 



Compound of Example 268 

R* = ^ V OC2H5 
OC2H5 



R2 = H , R^ = 



CO2CH3 



Crystal form: white acicular (recrystallized from 

methanol ) 
M.p.: 139.8-141^C Form: free 



Compound of Example 269 



_/ 



V- OC2H5 , 



OC2H5 



R2 = H 




CO2H 



NO2 



Crystal form: brown powdery (recrystallized 

from methanol ) 
M.p.: 247-248°C Form: free 
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Compound of Example 270 
^OCaHs 

CO2CH3 

= H , r3 ^ \ 

Crystal form: white powdery (recrystallized 

from diethyl ether-n-hexane) 
M.p.: 95.8-97.4°C Form: free 

Compound of Example 271 

^ 0C2H5 

XO2H 




NH 



2 



Crystal form: white powdery (recrystallized from 

methanol-chlorof orm ) 
M.p.: 248-258**C Form: dihydrochloride 

Compound of Example 272 



, OC2H5 , 



R^ = y 
0C2H5 

NH2 



= H 




CO2CH5 



Crystal form: light yellow acicular (recrystal- 
lized from methanol) 
M.p.: 116-6-118. 2°C Form: free 
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Compound of Example 273 




OC2H5 
OC2H5 



72 ^ 



CN 



Crystal form: white acicular ( r eery stalli zed 

from ethanol) 
M.p.: 128.6-129 .2**C Form: free 

Compound of Example 274 




= H , R^ = -<( VOH 

Cjrystal form: white prismatic ( recrystallized 

from ethanol) 
M.p.: 128.2-129°C Form: free 



Compound of Example 275 




R^ = 



OC2H5 
OC2H5 



CH3V, /CH3 



.C-CH=CH2 



R^ = H 



= ./Vo„ 




C02H 



Crystal form: light brown granular (recrystal- 
lized from ethyl acetate-n-hexane ) 
M.p.: 164-165**C Form: free 
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Compound of Example 276 

Ri = -/ V OC2H5 , 
OC2H5 




R2 = H , 



OH 

\ 



Crystal form: white acicular ( recrystallized 

from ethyl acetate) 
M.p.: 197~198°C Form: free 



Compound of Example 277 



OC2H5 



CH, 



-CH2—C — CH2 
= H , R^ = "y-OH 

^COzH ^ 

Crystal form: white acicular (recrystallized 

from ethyl acetate-n-hexane) 
M.p.: 184-185**C Form: free 

Compound of Example 27 8 
R* = OC2H5 , 

^OC2H5 



^CH3 

R2 = H , r3 = ^ \-0H 

^COzH 

Crystal form: white acicular (recrystallized from 

ethyl acetate) 
M.p.: 211-212*'C Form: free 
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Compound of Example 279 




^COzH 

r2 = H , r3 = VoCHa 

Crystal form: white prismatic (recry stall! zed 

from toluene-diethyl ether) 
M.p-: 100. 6-101. 4**C Form: free 



Compound of Example 280 



OCzHs 



^COjCHj 




= Y/ VOH 



= H 



Crystal form: light brown powdery (recrystallized 

from ethanol-chlorof orm) 
M.p,: 138. 6-140. 6**C Form: free 



Compound of Example 281 




= H 



CO2H 



Crystal form: light pink acicular (recrystallized 

from ethanol) 
M.p.: 192-192 -8°C Form: free 
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Compound of Example 282 
- -/ V OC2H5 



^OCH, 



^COzH 



= H , R^ \__y^ 

Crystal formr white powdery (recrystallxzed 

from ethanol ) 
M.p.: 208. 6-211. e^'C Form: free 



Compound of Example 283 




OC2H5 



^ COzCHa 



R2 = H , R^ = V-OH 



Crystal form: white acicular ( recrys tall i zed 

from methanol) 
M.p.: 135-136**C Form: free 



Compound of Example 284 

R^ = ^ OC2H3 , 

OC2H5 



CO2H 



= H 




/ VoH 



CH2CH2CFI3 



Crystal form: white powdery ( recrys talli zed 

from ethanol ) 
M.p.: 179-180*C Form: free 
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Compound of Example 285 

Rl = J \y. OC2H5 




OC2H5 



= H , = OH 

CO2H 



Crystal form: white powdery ( r eery stall 1 zed 

from ethanol) 
M.p.: 215-216**C Form: free 



Compound of Example 286 
R* = OCzHj 



OC2H5 

C? 



R2 = H , R^ = \-OH 



CO2H 

Crystal form: light green acicular (recrystal- 

lized from methanol) 
M.p.: 194-196°C Form: free 



Compound of Example 287 



R^ 



2^5 
OC2H5 

OH 



C02H 



Crystal form: white powdery { recrystallized 

from dioxane) 
M.p.: 272-273°C Form: free 
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Compound of Example 288 




= -/ y- 0(CH2)3CH3 
^0(CH2)3CH3 




.C02H 




= H , R* = -/ V OH 

N \'~ y 




Crystal forms white powdery 
from ethanol) 
M.p.: 140. 2-141. 6^C Form: 


(recrystallized 
free 


Compound of Example 289 




= -/ 0(CH2)2CH3 




^0(CH2)2CH3 




^C02H 




R2 - H , = ^ ^ OH 

\ / 




Crystal form: white powdery 

ethanol) 
M.p.: 177 .6-178. 8°C Form: 


(recrystallized from 
free 


Compound of Example 290 




" \ / ^^^""^ ' 




^ OC2H5 




CO2H 




r2 = H , = ^ \- OH 




Crystal form: white acicular (recrystallized 

from ethanol) 
M.p.: 201. 5-203. 4*'C Form: free 
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Compound of Example 291 

^0(CH2)9CH3 



= H 




R3 = ^ \\ 



COjH 
OH 



Crystal form: white powdery (recrystalli 

from ethanol) 
M.p.: 120. 2-121. e^'C Form: free 



Compound of Example 292 
R» - ^ "^^^ OC2H3 



/ 

OCzHi 



= H , = ^ OH 

Crystal form: gray acicular ( recrystallized from 
ethanol ) 

M.p.: 224 .5^226. S'^C Form: free 



Compound of Example 293 
R^ = 0(CH2)2CH3 




CO2H 
OH 



Crystal form: white powdery (recrystallized 

from ethanol) 
M.p.: 176-176. 6°C Form: free 
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Compound of Example 294 

= ^ 0(CH2)2CH3 
OC2H5 




= H 



R^ = 




CO2H 



Crystal form: white powdery (recrystalllzed 

from ethanol) 
M,p.: 168.4-168 .6**C Form: free 




Compound of Example 295 
OC2H5 



CO2H 

r2 = , R^ = -<( \- OH 

^CH2CH(CH3)2 



Crystal form: white acicular (recrystalllzed from 

methanol ) 
M,p.: 180-181'*C Form: free 



Compound of Example 296 

Rl = \- OC2H5 

OC2H5 




R^ = H 



^C02*»K» 

R^ = V- NHCOCH3 



Crystal form: white powdery (recrystalllzed 

from ethyl acetate) 
M.p.: 271-273*'C Form: free 
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Compound of Example 297 

= \- OC2H5 

OC2H5 

^C02H 

= H , r3 = \)_ OH 

^ CH2CH2OH 

Crystal form: light yellow powdery (recrystal— 

lized from ethyl acetate) 
M.p.: 170-171°C Form: free 



Compound of Example 298 

R" = V OC2H3 

\ / 

^OCzHs 

OH 

R^ = H , R^ = ^v3^ 

CO2H 



Crystal form: dark yellow powdery ( recrystallized 

from ethanol-ethyl acetate) 
M.p.: 239-243°C (decomposed) Form: free 



Compound of Example 299 



R* = \- OC2H5 , 

^OCjHs 

OH 

I 

CH2CHCH2OH 
R^ = H , r3 = OH 

^C02H 

Crystal form: white acicular (recrystallized 

from ethyl acetate) 
M.p.: 199-200°C Form: free 
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Compound of Example 300 

/ V 0C2H5 

OC2H5 




r3 = NH2 



Crystal form: yellow acicular (recrystallized 

from ethyl acetate) 
M,p.: 228-229°C Form: free 



Compound of Example 301 





CO2H 

OCOCH3 



= H 



Crystal form: white acicular (recirystallized 

from ethyl acetate) 
M.p.: 178-179^C (decomposed) Form: free 



Compound of Example 302 



V- OC2H5 




OC2H5 



= H 



Crystal form: yellow acicular (recrystallized 

from ethyl acetate-n-hexane ) 
M.p.: 138-140*»C Form: free 
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Compound of Example 303 



OC2H5 
OC2H5 



= H 



OH 



CO2H 



Crystal form: light yellow powdery (recrystal- 

lized from ethanol) 
M.p.: 203. 2-203. 8*»C Form: free 



Compound of Example 304 

r1 = OC2H5 , 

^ OC2H3 

_^C02H 

r2 = H , r3 = ^ ^ OH 



Crystal form: white acicular (recrystallized 

from ethyl acetate) 
M.p.: 252-253**C Form: free 



Compound of Example 305 
^ OC2H5 



= H 



Form: free 
NMR: 54) 



R^ 




OH 



_/ 



CO2H 



OH 



225 
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Compound of Example 306 

" \ / ^^^^^ 
^ OC2H5 

OH 

R2 - H , r5 = \ 

Crystal form: light brown plate ( recrystallized 

from ethyl acetate) 
M.p.: 233-234°C Form: free 



Compound of Example 307 



/ OC2H5 
^ OC2H5 



OH 

\.N02 

= H , R^ = 

CO2CH3 

Crystal form: light brown powdery ( recrystallized 

from ethanol) 
M-p.: 185.8-187*^0 Form: free 

Compound of Example 308 
R^ = ^.^ OH , 



OH 




Crystal form: yellow powdery ( recrystallized from 

ethanol -n*hexane-water) 
M.p.: 239-240. 4**C Form: free 
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Compound of Example 309 



-/ V OC2H5 

^0C2H5 



= H 



Form: free 
NMR: 55) 




Compound of Example 310 

= ^ \_ 0C2H5 
OC2H5 




OH 
\ ^NH2 



R^ = H 



CO2CH3 



Crystal form; light yellow acicular (recrystal- 

lized from methanol) 
M.p.: 132.8-134**C Form: free 



Compound of Example 311 

Rl = ^ V OC2H5 , 
OC2H5 

OCH2CH=CH2 
r2 = H , R^ = -/"A 



CO2CH3 



Crystal form: white acicular ( re crystal lized from 

ethyl acetate ) 
M.p.: 92.8-94**C Form: free 



50 



65 
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Compound of Example 312 




= H 



OCH3 



CO,H 



Crystal form: white powdery ( recrystallized from 

ethyl acetate) 
M.p.: 237,4-238. 5°C Form: free 



Compound of Example 313 




OC2H5 
OC2H5 



R^ = H 




CO2CH3 



Crystal form: white acicular (recrystallized from 
ethanol ) 

M.p.: 151. 8-152. 5°C Form: free 
Compound of Example 314 



R^ = --/^ OC2H5 



H 



OC2H3 

OCH2CH=CH2 
^COzH 



Crystal form: white powdery (recrystallized from 

ethanol ) 
M.p.: 194-195. 2^C Form: free 
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10 



IS 



Compound of Example 315 




OH 



COjH 



Crystal form: light: brown powdery (recrystallized 

from acetic acid) 
M.p.: 252. 8-253. 8^C Form: free 



20 



25 



30 



Compound of Example 316 



OC2H5 



OH 



\ CHjCH^CHa 



CO2H 



Crystal form: white powdery (recrystallized from 

ethanol ) 
M-p.: 251.6-252**C Form: free 



35 



40 



45 




CO2H 

Crystal form: yellow powdery (recrystallized from 

ethanol ) 
M.p-: 230-234. 5^C Form: free 



50 



65 
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10 



IS 



Compound of Example 318 

= ^^^^^ 

^OCzHs 

OH 

= H , = 

CO2H 

Crystal form: white powdery (recrystallized from 

dioxane) 
M-p. : 270-271'*C Form: free 



20 



Compound of Example 319 
R^ = OC2H5 



^5 # 



'OC2H5 



25 



30 



N , R^ = ^/ V 



-CH. 



2"5 



OH 



CH, 



Crystal form: yellow powdery (recrystallized from 
acetone ) 

M.p-: 163-168°C Form: dihydrochloride 



35 



40 



45 



Compound of Example 320 



R^ = -<^\- 



/ 



OC2H5 , 



OC2H3 



OH 

\ ^NH2 



r2 = H , = ^) 



CO,H 



Crystal form: gray powdery (recrystallized from 
ethanol ) 

M.p, : 264-266°C Form: hydrochloride 



50 



55 
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EP 0 513 387 A1 



Compound of Example 321 

= -<f~V OH 
^OCzH 

^OCiHs 

= H , R^ V- OC2H5 

Crystal form: white powdery (recrystallized from 

methanol ) 
M.p.: 170-171**C Form: free 



Compound of Example 322 

^ OC2H5 



R^ = H 



R^ = 



COzCHa 

/ V o . C 
s 




" N(CH3)2 



Form: free 
NMR: 31) 



Compound of Example 323 



R* = 



OC2H5 
OC2H5 



R^ = H 



R3 = V/ W 



CO2CH3 

S - C - N(CH3)2 

II 
O 



Crystal form: yellow powdery (recrystallized from 

ethanol ) 
M.p.: 108-109**C Form: free 
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Compound of Example 324 

Rl = ^ \- OC2H5 
OC2H5 





CH2CHCH2OH 
I 

OH 



Form: free 
NMR: 32) 



Compound of Example 325 




OC2H5 



>2 ^ 



H 



CO2CH3 
= ^/ V OH 

CH2CHO 




Form: free 
NMR: 33) 



Compound of Example 326 



/ 



OC2H5 
OC2H5 



CO2CH3 



R2 = H , = V- OH 

^ CH2CH2OH 

Crystal form: light brown acicular (recrystal- 

lized from diethyl ether) 
M.p.: 113-114®C Form: free 
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10 



15 



20 



25 



30 



35 



Compound of Example 327 

= V OC2H5 

OC2H5 




r2 = H 



Form: free 
NMR: 34) 



^C02C2H5 

= \- NHCOCH3 



Compound of Example 328 



OC2H5 
OCjHj 



/ CO2CH3 



Crystal form: white acicular ( recrystallized from 

dichloromethane-ethanol ) 
M.p.: 139-140**C Form: free 



Compound of Example 329 



\ 



- OH 



' CO2CH3 



40 



45 



.OH 




OH 



Form: hydrochloride 

NMR: 35) 



60 



55 
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Compound of Example 330 




Form: free 
NMR: 36) 



Compound of Example 331 




Form: free 
NMR: 37) 



Compound of Example 332 




Form: free 
NMR: 38) 



234 
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Compound of Exeunple 333 




R2 = H 



Form: free 
NMR: 39) 



CO2CH3 



Compound of Example 334 

r1 = ^ \^ 0{CH2)3CH3 
0(CH2)3CH3 




. CO2CH3 



Form: free 
NMR: 40) 



Compound of Example 335 

= V 0(CH2)2CH3 , 

0(CH2)2CH3 



R^ = H 



Form: free 
NMR: 41) 



CO2CH3 



235 
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Compound of Example 336 




70 



75 



20 



25 



30 



35 



40 



= H 

Form: free 
NKR: 42) 




C02CH3 

OH 



Compound of Example 337 



(CH2),CH3 



0{CH2)9CH3 



^ COzCHa 



R^ = H , R^ = V_/ 



Form: free 
NMR: 43) 



Compound of Example 338 
/ ^v- OC,H5 , 



R' = 



OC7HS 



H 



COjCHj 




Form: free 
NMR: 44) 



45 



50 



56 
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Compound of Example 339 

= ^ "^"^^ 0(CH2)2CH3 

OC2H5 




R2 = H , r3 \)_ OH 

Form: free 
NMR: 45) 



Compound of Example 340 

R* = ^ 0(CH2)2CH3 

^ OC2H5 



R^ = H 



Form: free 
NMR: 46) 



CN 



Compound of Example 341 

^ \ 

^OCjHj 

CO2C2H5 

R' - H , R^ = 

Form: free 
NMR: 47) 



237 



EP 0 513 387 A1 



Compound of Example 342 
= V OC2H5 

OH 

\ ^CHaCH^CHa 

R2 = H , R3 = -/~S 

CO2CH3 

Form: free 
NMR: 48) 



Compound of Example 343 

Rl = ^ V OC2H5 

OC2H5 




CO2CH3 

= H , = \^ OCHzCH^CHCHj 

Crystal form: white acicular (recrystallized from 

ethanol ) 
M.p.: 103-104°C Form: free 

Compound of Example 344 




CHCH=CH2 
I 

CH3 

Crystal form: colorless amorphous Form: free 
NMR: 50) 
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Compound of Example 345 

= -/ V OC2H3 



>2 ^ 



H , r3 = -// \\_ 0CH2CH=C 



CH3 



Form: free 
NMR: 50) 



Compound of Example 346 

^ OC2H5 

CH3 /CHj 

PC-CH=CH2 

= H , r' = -r" \- OH 

^ C02CH3 

Form: free 
NMR: 51) 



Comp>ound of Example 347 




OC2H5 , 
OC2H5 




CO2CH3 

0CH2C=CH2 

i 

CH, 



Form: free 
NMR: 52) 



SO 



65 
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Compound of Example 348 

= ^ OC2H5 
^OCzHs 

^COzCHj 

= H , = ^ OH 

CH2C~CH2 
I 

CH3 

Crystal form: white powdery (recrystalllzed from 

ethanol ) 
M.p.: 85-86*'C Form: free 

Compound of Example 349 

= -/ V OC2H5 
^ OC2H5 

^c« 

R^ = H , r5 = ^ \\- OH 

^ CO2CH3 

Crystal form: white powdery ( recrystallized from 

ethanol ) 
M.p.: 178-179^C 

Compound of Example 350 



R - -<;^ V OC2H3 , 
^ OC2H5 

^CH3 

R^ = H , R^ = ^ \- OH 

^ CO2CH3 

Crystal form: light brown plate (recrystallized 

from ethanol] 
M.p.: 149-150*»C Foim: free 
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10 



IS 



Compound of Example 351 
!^ = ^V- OCH, 




OC2H5 
OH 



r2 = 



H 



>3 = 



CO2CH3 



Form: free 
NMR: 53) 



20 



NMR data of the compounds of Examples 305, 309. 322, 324, 325, 327. 329-342. 344-347 and 351 
NMR: 31 ) Compound of Example 322: 



25 



NMR (CDCt3)5 



1.49 (3H. t. J = 5.6Hz), 1.52 (3H, t, J = 5.6Hz). 3.08 (3H. s). 3.43 (3H, s). 3.49 (3H, 
S). 3.67 (3H, s), 4.10-4.30 (4H. m), 6.92 (1H, d, J = 6.7Hz), 7.11 (1H. d. J=6.7Hz). 
7.47 (1H, s), 7.52 (1H, dd, J = 1.7Hz, 6.7Hz). 7.61 (1H. d. J=1.7H2). 8.20 (1H, dd, 
J = 1.8Hz, 6.4H2), 8.56 (1H, d, J = 1.8Hz) 



30 



NMR: 32) Compound of Example 324: 



NMR (CDCl3)6 



35 



1.50 (3H. t, J = 6.9Hz), 1.52 (3H. t, J = 6.9H2), 2,25-2.40 (IN. m), 2.59 (1H, d. 
J = 5.3Hz). 2.86-3-14 (2H. m), 3.45-3.80 (2H. m), 4.01 (3H, s), 4.01 (1H, brs). 4.10- 
4.30 (4H, m), 6.93 (1H, d, J = 8.3Hz). 7.32 (1H, s). 7.54 (IN. dd, J =2.1 Hz, 8.3Hz), 
7.59 (1H, d, J = 2.1 Hz), 8.02 (1H. d, J = 2.2Hz), 8.34 (1H, d, J = 2.2H2). 11.40 (1H, 
s) 



NMR: 33) Compound of Example 325: 



40 



NMR (CDCts) 6 



1.50 (3H. t, J = 7.0Hz). 1.52 (3H. t. J = 7.0Hz). 3.82 (2H, d. J = 1.8Hz). 4.01 (3H. s). 
4.10-4.30 (4H. m). 6.92 (1H, d. J=8.4Hz). 7.33 (1H. s). 7.54 (1H. dd. J = 2.1Hz. 
a4Hz), 7.59 (1H, d, J = 2.1 Hz), 8.02 (1H, d. J = 2.2H2), 8.39 (1H. d. J = 2.2Hz), 9.81 
(1H. t, J = 1.8Hz), 11.20 (1H, s) 



45 



NMR: 34) Compound of Example 327: 



NMR (CDCl3)a 



50 



1.40-1.60 (9H, m). 2.26 (3H, s), 4.16 (2H, q, J = 7.0Hz). 4.23 (2H, q. J = 7.0Hz), 4.44 
(2H. q, J = 7.1 Hz). 6.93 (1H, d. J=8.4Hz). 7.40 (1H, s), 7.54 (1H. dd. J = 2.1 Hz, 
8.4Hz). 7.64 (1H. d. J = 2.1 Hz). 8.14 (1H. dd. J = 2.2Hz, 8.8H2). 8.66 (1H, d. 
J = 2.2Hz). 8.80 (1H. d, J = 8.8Hz). 11.20 (1H. s) 



NMR: 35) Compound of Example 329: 



55 



NMR (DMSO-d6)5 



3.97 (3H, s). 6,82 (1H. d. J = 8.2Hz). 7.16 (1H, d. J = 8.9Hz). 7.32 (1H. dd, 
J = 2.1Hz, 8.2Hz), 7.47 (1H, d, J = 2.1Hz). 7.80 (1H, s), 8.11 (1H. dd. J = 2.4Hz. 
8.9Hz), 8.38 (1H, d. J = 2.4Hz). 10.85 (1H. brs) 
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NMR: 36) Compound of Example 330: 

NMR(CDCl3)5: 1.35-1.60 (6H. m), 3.94 (3H, s). 4.10-4.30 (4H, m), 5.73 (1H, s), 6.90 (1H. d. 

J = 8.3Hz), 7.03 (1H. d, J = 8.8Hz). 7.30 (1H, s), 7.48-7.65 (2H, m), 8.13 (1H, dd, 
5 J = 2.3Hz. 8.8Hz), 8.41 (1 H, d, J = 2.3Hz) 

NMR: 37) Compound of Example 331: 

NMR (CDCts) 5 : 1-46 (6H, t, J=7.0Hz), 3.92 (3H, s), 4.07-4.21 (4H. m), 6.90 (1H, d, J = 8.4Hz), 7.15 
10 (1H. brs). 7.27-7.49 (2H. m), 7.57 (1H. d, J = 2.1 Hz). 7.74 (1H. m), 8.16 (IN, s) 

NMR: 38) Compound of Example 332: 

NMR (CDCla) 5 : 1.50 (3H, t, J = 6.9Hz). 1.51 (3H, t. J = 6.9Hz). 3.93 (3H. s), 4.11-4.24 {4H. m), 6.95 
15 (1 H, d. J = 8.2Hz), 7.44-7.49 (3H. m). 8.34 (1 H, s). 8.40 (1 H, s). 1 1 .1 9 (1 H. s) 

NMR: 39) Compound of Example 333: 

NMR (CDCla) 5 : 149 (3H, t, J = 7.0Hz), 1.51 (3H. t, J=7.0Hz). 3.93 (3H. s). 4.02 (3H. s). 4.10-4.29 

20 (4H. m), 6.95 (1H. d. J = 8.3Hz), 7.05 (1H, d. J = 8.7Hz), 7.55 (1H. dd. J = 2.0Hz. 

8.3Hz), 7.64 (1H. d, J = 2.0Hz). 7.86 (IH, s). 8.00 (1H. dd. J = 2.3Hz. 8.7Hz), 9.05 
(1H, d, J = 2.3Hz) 

NMR: 40) Compound of example 334: 

25 

NMR (CDCJI3) 5 : 1.00 (3H, t. J=7.3Hz), 1.01 (3H, t. J = 7.3Hz). 1.51-1.58 (4H. m). 1.81-1.90 (4H. m). 

4.01 (3H. s), 4-03-4.17 (4H, m). 6.95 (IH, d. J = 8.3Hz). 7.09 (IH. d, J = 8.7Hz). 7.33 
(IH, s). 7.52 (IH. dd. J = 2.1 Hz. 8.3Hz), 7.60 (IH. d, J = 2.1 Hz), 8.06 (IH, dd, 
J = 2.3Hz. 8.7Hz), 8.44 (1H, d, J =2.3Hz) 

30 

NMR: 41) Compound of Example 335: 

NMR (CDCI3) 5 : 1.07 (3H, t, J=7.4Hz), 1.09 (3H, t, J = 7.4Hz), 1.83-1.96 (4H. m), 4.00-4.13 (4H, m). 

4.01 (3H, s), 6.95 (IH, d. J = 8.4Hz). 7.09 (IH. d. J = 8.8Hz). 7.32 (IH. s), 7.52 (IH. 
35 dd. J = 2.2H2. 8.4Hz), 7.60 (IH, d, J = 2.2Hz). 8.08 (IH. dd. J = 2.2Hz. 8'.8Hz), 8.45 

(IH, d, J = 2.2Hz). 10.86 (1H, s) 

NMR: 42) Compound of Example 336: 

40 NMR (CDCls) 8 : 1.54 (3H, t, J=7.0Hz). 3.94 (3H. s). 4.01 (3H. s). 4.26 (2H, q. J = 7.0Hz), 6.95 (IH. 

d. J = 8.4Hz), 7.09 (IH. d. J=8.6Hz). 7.32 (1H, s). 7.54 (IH. dd. J = 2.0Hz, 8.4Hz), 
7.60 (IH. d. J = 2.0Hz). 8.09 (IH. dd, J = 2.2Hz. 8.6Hz), 8.45 (IH, d, J = 2.2Hz). 
10.86 (IH, s) 

45 NMR: 43) Compound of Example 337: 

NMR (GDCxs) B : 0.88 (6H, t, J = 6.4Hz), 1.27 (28H, brs), 1.40-1.63 (4H. m), 1.78-1.91 (4H, m), 3.99 
(3H, s), 4.01-4.15 (4H, m). 6.93 (IN, d, J = 8.4Hz). 7.08 (IN. d, J = 8.6H2), 7.30 (IH. 
S), 7.51 (IH, dd, J = 2.2Hz. 8.4Hz), 7,59 (1H, d, J = 2.2H2), 8.07 (IH, dd. J = 2.2Hz, 
60 8.6Hz), 8.43 (1 H, d. J = 2.2Hz). 1 0.86 (1 H. s) 

NMR: 44) Compound of Example 338: 

NMR (CDCJta) 6 : 1.45 (3H. t. J = 7.0Hz). 1.62 (3H, t, J = 7.0Hz), 4.01 (3H. s). 4.09 (2H, q, J = 7.0Hz), 
55 4.22 (2H, q, J = 7.0Hz), 6,55 (IH, d, J = 2.4Hz), 6.61 (IH. dd. J = 2.4Hz, 8.8Hz). 7.08 

(IH, d. J = 8.8Hz), 7.37 (1 H, s), 8.10 (IH, dd. J = 2.4Hz. 8.8Hz), 8.46 (IH. d. 
J = 8.8Hz). 8.49 (IH. d. J = 2.4Hz). 10.84 (IH. s) 
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NMR: 45) Compound of Example 339: 

NMR (CDCts) 6 : 1-07 (3H, t, J = 7.5H2), 1.50 (3H, t. J = 6.8Hz), 1.80-2.10 (2H. m), 4.00 (3H. s), 4.12- 
4.47 (4H. m), 6.95 (1H, d, J = 8.4Hz). 7.09 (1H. d, J = 8.6Hz), 7.31-7.49 (1H. m), 
5 7.50-7.77 (2H, m), 8.13-8.27 (1H, m), 8.45 (1H. s), 10.86 (1H, s) 

. NMR: 46) Compound of Example 340: 

NMR(CDCl3)5: 1.07 (3H. t, J = 7.4H2), 1.52 (3H, t. J = 7.0Hz), 1.85-1.96 (2H, m). 4.04 (2H, t, 
10 J = 6.7Hz). 4.25 (2H. q. J = 7.0Hz), 6.95 (1H, d, J = 8.3Hz). 7.49-7.63 (5H, m). 8.16- 

8.20 (1H, m), 8.34 (IN, s) 

NMR: 47) Compound of Example 341 : 

75 NMR (CDCI3) S : 1.05 {3H, t, J = 7.1Hz, 1.43 (3H, t, J=7.0Hz), 1.46 (3H, t. J = 7.0Hz). 4.02-4.22 (6H, 

m), 6.87 (1H, d, J = 8.4Hz). 7.34-7.49 (3H. m), 7.58-7.62 (2H, m), 7.63-7.74 (1H, m) 

NMR: 48) Compound of Example 342: 

20 NMR (CDCla) S : 1.50 (3H. t, J = 7.0H2). 1.52 (3H, t. J = 7.0Hz). 3.54 (2H, d, J = 6-6Hz), 3.92 (3H. s), 

4.12-4.26 (4H. m). 5.09-5.18 (2H. m), 6.09-6.12 (IN. m). 6.96 (1H. d. J=8.3Hz). 
7.45 (1H. d, J = 2.0Hz). 7.49 (1H. dd, J = 2.0Hz. B.SHz). 7.54 (1H, s). 7.84 (1H. d. 
J = 2.2H2), 8.28 (1H, d, J = 2.2Hz). 12.84 (1H. s) 

25 NMR: 49) Compound of Example 344: 

NMR (CDCI3) 5 : 1.42 (3H. d. J = 7.0H2). 1.50 (3H. t. J = 7.0H2). 1.52 (3H. t. J = 7.0Hz). 4.00 (3H. s), 
4.10-4.33 (4H, m), 5.07-5.23 (2H. m), 6.03-6.25 (1H, m). 6.93 (1H. d. J = 8.3Hz), 
7.31 (1H, s), 7.50-7.66 (2H. m), 7.94 (1H. d, J = 2.2H2), 8.33 (1H, d, J=2.3Hz), 
30 11.26 (1H.S) 

NMR: 50) Compound of Example 345: 

NMR (CDCI3) 5 : 1.49 (3H, t, J = 7.0Hz). 1.51 (3H, t, J = 7.0Hz). 1.78 (6H, d, J = 6.7Hz), 3.93 (3H, s), 
35 4.10-4.30 (4H, m). 4.68 (2H. d. J = 6.3Hz). 5.42-5.62 (1H, m), 6.92 (1 H, d. 

J = 8.4Hz), 7.04 (1H. d, J = 8.8H2), 7.34 (1H. s), 7.52 (1H, dd. J = 2.1 Hz. 8.3Hz). 7.61 
(1H, d. J = 2.0Hz). 8.10 (1H, dd. J = 2.4H2. 8.7H2). 8.36 (1H. d. J = 2.3Hz) 

NMR: 51) Compound of Example 346: 

40 

NMR (CDCls) 5 : 1-49 (3H. t. J=7.0H2). 1.49 (3H. t, J = 7.0H2). 3.98 (3H, s), 4.05-4.30 (4H, m), 5.01 
(1H. dd, J = 1.2H2, 5.8Hz). 5.08 (1H. s). 6.23-6.43 (1H. m). 6.92 (1H, d, J=8.4H2), 
7.30 (1H, s), 7.54 (1H, dd, J = 2.1Hz, 8.3H2), 7.61 (1H, d. J = 2.0H2), 8.10 (1H, d, 
J = 2.2H2), 8.34 (1H, d, J = 2.2H2). 11.60 (1H. s) 

45 

NMR: 52) Compound of Example 347: 

NMR (CDCts) 5 : 149 (3H, t, J=6.9Hz). 1.51 (3H. t, J = 6.9Hz), 1.87 (3H, s). 3.94 (3H. s). 4.10-4.30 
(4H, m), 4.56 (2H. s). 5.03 (1H. brs), 5.22 (1H. brs), 6.91 (1H. d. J = 8.4Hz). 7.02 
50 (1H. d. J = 8.8H2). 7.34 (1H. s). 7.52 (1H. dd. J = 2.1 Hz. 8.4H2), 7.61 (1H. d. 

J = 2.1H2). 8.10 (1H. dd. J=2.4H2, 8.8H2). 8.39 (1H. d. J=2.4Hz) 

NMR: 53) Compound of Example 351: 

65 NMR (CDCls) 6 : 1.53 (3H, t. J = 7.0Hz), 3.92 (3H, s). 3.95 (3H, s), 4.21 (2H, q, J = 7.0Hz), 6.95 (1H, 

d. J = 8.4Hz). 7.05 (1H, d. J = 8.6Hz), 7.45 (1H, d, J =2.1 Hz), 7.52 (1H, dd, * 
J = 2.1 Hz. 8.4H2). 7.64 (1H. s). 7.95 (1H. dd. J = 2.1 Hz. 8.6Hz). 8.39 (1H. d, 
J = 2.1 Hz). 12.66 (1H. s) 
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NMR: 54) Compound of Example 305: 

NMR (DMSO-d6)5 : 1.38 (3H, t, J=7.0Hz), 1.40 (3H. t, J = 6.9H2), 4.07-4.27 (4H, m), 6.81 (2H, s). 

7.08 (1H, q. J = 8.3Hz). 7.48-7,58 (2H, m). 8.04 (1H, s). 14.77 (2H, s) 

5 

NMR: 55) Compound of Example 309: 

NMR(CDCX3)6: 1.50 (3H, t, J = 7.0Hz), 1.51 (3H, t, J = 7.0Hz), 4.10-4.33 (4H, m). 6.44 (1H, dd, 
J = 2.5Hz. 8.5Hz), 6.52 (1H, d, J = 2.5Hz), 6.93 (1H, d, J = 9.0Hz), 7.29 (1H. s), 7.42- 
10 7.57 (3H. m) 

Example 352 

In 10 ml of dimethylformamide were suspended 1 g of 2-(3,4-diethoxyphenyl)-4-(4-hydroxy-3-methox- 
76 ycarbonylphenyl)thiazole and 0.35 g of potassium carbonate. The suspension was stirred at room tempera- 
ture for 30 minutes. Thereto was added 0.46 g of methyl bromoacetate. The mixture was stirred at the same 
temperature for 4 hours. The solvent was removed by distillation. The residue was extracted with 40 ml of 
dichloromethane. The extract was washed with 10 ml of water and 10 ml of a saturated aqueous sodium 
chloride solution, dried over magnesium sulfate, and subjected to distillation to remove the solvent. The 
20 residue was recrystallized from diisopropyl ether to obtain 1.1 g of 2-(3,4-diethoxyphenyl)-4-(4- 
methoxycarbonylmethoxy-3-methoxycarbonylphenyl)thiazole. 
Colorless acicular crystals 
M.p.: 96-97' C 

In the same procedure as in Example 352 were obtained the compounds of Examples 1, 6. 23, 26-81, 
25 92, 94-96, 101-108. 112. 115. 118. 121. 124, 125-128. 130-133, 135. 136. 154-165, 167-227, 229-234. 253- 
273. 275-307, 309-316. 318-328 and 330-351, by using respective starting materials. 

Example 353 

30 A solution of 1 g of 2-(3.4-diethoxyphenyl)-4-(4-allyloxy-3-methoxycarbony(pheny!)thia2ole in 25 ml of o- 
dichlorobenzene was refluxed for 15 hours with heating. After the completion of a reaction, the solvent was 
removed by distillation. The residue was recrystallized from diisopropyl ether to obtain 1 g of 2-(3,4- 
diethoxyphenyl)-4-(3-methoxycarbonyl-4-hydroxy-5-allylphenyl)thia20le. 
Colorless prismatic crystals 

35 M.p.: 118-119*C 

In the same procedure as in Example 353 were obtained the compounds of Examples 262, 275, 277, 
316, 342, 344, 346 and 348. by using respective starting materials. 

Example 354 

40 

4.9 g of 2-(3.4-diethoxyphenyl)-4-(4-dimethylaminothiocarbonyIoxy-3-methoxycarbonylphenyl)thiazole 
was stirred with heating, at 170''C for 5 hours. The product was purified by silica gel column chromatog- 
raphy (eluent: dichloromethane) and recrystallized from ethanol to obtain 2.83 g of 2-(3,4-diethoxyphenyl)-4- 
(4-dimethylamlnocarbonylthio-3-methoxycarbonylphenyl)thiazole. 
45 Yellow powder 
M.p.: 108-109- C 

Example 355 

50 1 ml of 10% potassium hydroxide was added to a solution of 250 mg of 2-(3.4-diethoxyphenyl-4-(4- 
dimethylaminocarbonylthio-3-methoxycarbonylphenyl)thiazole in 5 ml of ethanol. The mixture was refluxed 
for 8 hours with heating. The solvent was removed by distillation. The residue was extracted with 40 ml of 
hot ethyl acetate. The extract was made acidic with 10% hydrochloric acid, washed with 5 ml of water and 
10 ml of a saturated aqueous sodium chloride solution, and dried. The solvent was removed by distillation. 

55 The residue was recrystallized from dioxane-ethanol to obtain 130 mg of 2-(3,4-diethoxyphenyl)-4-(4- 
mercapto-2-carboxyphenyl)thiazole. 
Light brown powder 
M.p.: 283-285 -C 
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Example 356 

To a solution of 1 g of 2-(3,4-diethoxyphenyl)-4-(3-methoxycarbonyl-4-hydroxy-4-a!lylphenyl)thla2ole in 
20 ml of methanol and 20 ml of tetrahydrofuran were added 0.5 ml of osmium tetroxide (a 4% aqueous 
6 solution) and 1.22 g of 4-methylmorpholine N-oxide. The mixture was stirred at room temperature for 4 
hours. The solvent was removed by distillation. The residue was mixed with 50 ml of dichloromethane and 
25 ml of water for phase separation. The organic layer was washed with 25 ml of a saturated aqueous 
sodium chloride solution and dried. The solvent was removed by distillation. The residue was purified by 
silica gel column chromatography (eluent: dichloromethane/methanol = 199/1) to obtain 860 mg of 2-(3,4- 
10 diethoxyphenyl)-4-(3-methoxycarbony!-4-hydroxy-5-(2,3-dihydroxypropyl)phenyl]thiazole. 

1H-NMR (CDCt3)5 : 1-50 (3H, t, J=6.9Hz). 1.52 (3H, t. J = 6.9H2), 2.25-2.40 (1H, m), 2.59 (1H, d, 
J = 5.3H2). 2.86-3.14 (2H, m). 3.45-3.80 (2H, m), 4.01 (3H. s), 4.01 (IH, brs), 
4.10-4.30 (4H. m), 6.93 (1H. d. J = 8.3H2). 7.32 (IH, s), 7.54 (IH, dd, J = 2.1 Hz, 
8.3H2), 7.59 (IH, d. J = 2.1 Hz). 8.02 (IH, d, J = 2.2Hz), 8.34 (IH. d, J=2.2Hz). 
75 11.40 (1H.S) 

Example 357 

To a solution of 2 g of 2-(3.4-dielhoxyphenyl)-4-(3-methoxycarbonyl)-4-hydroxy-5-allylphenyl)thlazole in 
20 100 ml of tetrahydrofuran and 15 ml of water were added 2.5 ml of osmium tetroxide (a 4% aqueous 
solution) and 3.9 g of sodium metaperiodate. The mixture was stirred at room temperature for 14 hours. 
After the completion of a reaction, the solvent was removed by distillation. The residue was mixed with 60 
ml of dichloromethane and 30 ml of water lor extraction and phase separation. The organic layer was dried 
and subjected to distillation to remove the solvent. The residue was purified by silica gel column 
25 chromatography (eluent: dichloromethane) to obtain 1.33 g of 2-(3,4-diethoxyphenyl)-4-(3-methoxycarbonyl- 
4-hydroxy-5-formylmethylphenyl)thiazole. 

^H-NMR (CDCI3) « : 1.50 (3H. t. J = 7.0H2), 1.52 (3H, t. J = 7.0Hz). 3.82 (2H. d. J = 1.8H2), 4.01 (3H. 

S). 4.10-4.30 (4H. m), 6.92 (IH. d. J = 8.4Hz), 7.33 (1H. s), 7.54 (IH, dd, 
J = 2.1 Hz. 8.4H2), 7.59 (IH, d. J = 2.1H2). 8.02 (IH, d, J = 2.2H2), 8.39 (1H, d, 
30 J = 2.2Hz). 9.81 (1 H, t. J = 1 .8Hz). 1 1 .20 (1 H, s) 

Example 358 

111 mg of sodium boron hydride was added to a solution of 1.3 g of 2-(3,4-diethoxyphenyl)-4-(3- 
35 methoxycarbonyl-4-hydroxy-5-formylmethylphenyl)thiazole in 30 ml of methanol, with stirring under ice- 
cooling. The mixture was stirred at the same temperature for 30 minutes. After the completion of a reaction, 
the solvent was removed by distillation. The residue was purified by silica gel column chromatography 
(eluent: dichloromethane/n-hexane = 4'1) and recrystallized from diethyl ether to obtain 570 mg of 2-(3,4- 
diethoxyphenyl)-4-[3-methoxycarbonyi-4-hydroxy-5-(2-hydroxyethyl)phenyl]thiazole. 
40 Light brown acicular crystals 
M.p.: 113-114-C 

Example 359 

45 A solution of 1 g of potassium 3-[2-{3,4-diethoxyphenyl)thia2ole-4-yl]-6-acetylaminoben2oate in 50 ml of 
water and 10 ml of 30% potassium hydroxide was refluxed for 8 hours with heating. After the completion of 
a reaction, the solvent was removed by distillation. The residue was made weakly acidic with 10% 
hydrochloric acid and extracted with 80 ml of ethyl acetate. The extract was washed with 20 ml of a 
saturated aqueous sodium chloride solution, dried and subjected to distillation to remove the solvent. The 

50 residue was recrystallized from ethyl acetate to obtain 168 mg of 2-(3.4-diethoxyphenyl)-4-(3-carboxy-4- 
aminophenyl)thlazole. 
Yellow acicular crystals 
M.p.: 228-229 -C 

The compound of Example 298 was obtained by using starting materials, in the same procedure as in 
55 Example 359. 

Example 360 
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2 g of potassium carbonate was added to a solution of 1.5 g of 2-(3,4-diethoxyphenylH-(2,4- 
dihydroxyphenyl)thlazole In 40 nnl of acetone. Thereto was added 40 g of dry ice under cooling at -78 'C. 
The mixture was sealed in a tube and stirred at 150* C for 18 hours. The solvent was distilled off. The 
residue was made weakly acidic with 100 ml of ethyl acetate and 10% hydrochloric acid, and extraction and 

5 phase separation was conducted. The organic layer was washed with 30 ml of a saturated aqueous sodium 
chloride solution and dried. The solvent was distilled off. The residue was mixed with 40 ml of dich- 
loromethane. The insoluble was collected by filtration, washed with a small amount of dichloromethane, 
dried and recrystallized from ethyl acetate to obtain 241 mg of 2-(3,4-diethoxyphenyl)-4-(3-carboxy-4,6- 
dihydroxyphenyljthiazole. 

10 Light brown plate crystals 
M.p.: 233-234 -C 

In the same procedure as in Example 360 were obtained the compounds of Examples 190, 262, 275, 
276, 277. 278, 282, 284-286, 288-293, 295, 297, 299, 304, 305 and 308. by using respective starting 
materials. 

76 

Example 361 

A suspension of 1 g of 2-(3,4-diethoxyphenyl)-4-(3-ethyl-4-hydroxyphenyl)thia20le, 1 g of paraformal- 
dehyde and 1.1 g of dimethylamine hydrochloride in 20 ml of ethanol was stirred at 100' C for 4 hours with 

20 heating. The solvent was distilled off. The residue was mixed with 20 ml of water and 30 ml of ethyl acetate 
for extraction and phase separation. The ethyl acetate layer was extracted with 10% hydrochloric acid (20 
ml X 3). The combined aqueous layer was made basic with 10% sodium hydroxide and extracted with 
dichloromethane. The extract was washed with 20 ml of a saturated aqueous sodium chloride solution, dried 
and subjected to distillation to remove the solvent. The residue was purified by silica gel column 

25 chromatography (eluent: dichioromethane/methanol = 49/1). The product was dissolved in acetone, mixed 
with hydrochloric acid-methanol and heated. The resulting crystals were collected by filtration, dried and 
recrystallized from acetone to obtain 117 mg of 2-(3.4-diethoxyphenyl)-4-(3-ethyl-4-hydroxyphenyl)-5- 
dimethyiaminomethylthiazole dihydrochloride. 
Yellow powder 

30 M.p.: 163-1 68- C 

Example 362 

A solution of 16 g of 2-(3,4-diethoxyphenyl)-4-(3-cyanophenyl)thiazole In 120 ml of ethanol and 90 ml of 
35 a 40% aqueous sodium hydroxide solution was refluxed for 15 hours with heating. The reaction mixture was 
mixed with water, made acidic with concentrated hydrochloric acid and extracted with ethyl acetate (200 ml 
X 3). The extract was washed with water (10 ml x 3) and subjected to distillation to remove the solvent. The 
residue was recrystallized from ethanol to obtain 7 g of 2-(3,4-diethoxyphenyl)-4-(3-carboxyphenyl)thia20le. 
Light pink acicular crystals 
40 M.p.: 192-1 92.8 -C 

Example 363 

A catalytic amount of 5% Pd-C was added to a solution of 250 mg of 2-(3,4-diethoxyphenyl)-4-(3- 
45 carboxy-4-hydroxy-5-allylphenyl)thiazole in 10 ml of methanol. The mixture was stirred in a hydrogen 

atmosphere at room temperature for 6 hours. After the completion of a reaction, the reaction mixture was 

filtered. The filtrate was concentrated. The residue was recrystallized from ethanol to obtain 193 mg of 2- 

(3,4-dlethoxyphenyl)-4-(3-carboxy-4-hydroxy-5-propylphenyl)thiazole. 

White powder 
50 M.p.: 179-180' C 

The compounds of Examples 295, 302 and 319 were obtained in the same procedure as in Example 
363 by using respective starting materials. 

Example 364 

55 

A solution of 1 g of 2-(3,4-diethoxyphenyl)-4-(3-carboxy-4-hydroxyphenyl)thlazole in 5 ml of acetic 
anhydride was stirred at 100'C for 4 hours with heating. The solvent was distilled off. The residue was 
dissolved in 50 ml of ethyl acetate. To the solution was added 10 ml of a saturated sodium hydrogencar- 
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bonate solution, and phase separation was conducted. The ethyl acetate layer was made acidic with 10% 
hydrochloric acid, washed with 10 ml of a saturated aqueous sodium chloride solution, dried and subjected 
to distillation to remove the solvent. The residue was recrystallized from ethyl acetate to obtain 145 mg of 
2-(3.4-dlethoxyphenyl)-4-(3-carboxy-4-acetyloxyphenyl)thiazole. 
s White aclcular crystals 
M.p.: 178-1 79 

Example 365 

10 1.2 g of ethyl iodide and 1.5 g of potassium carbonate were added to a solution of 1.2 g of 2-(3- 
methoxycarbonyl-4-hydroxyphenyl)-4-(3,4-dihydroxyphenyl)thiazole in 20 ml of dimethylformamide. The 
mixture was stirred at room temperature for 14 hours. The solvent was removed by distillation. The residue 
was mixed with 40 ml of chloroform and 40 ml of water. The mixture was made acidic with 10% 
hydrochloric acid and phase separation was conducted. The organic layer was washed with 20 ml of a 
75 saturated aqueous sodium chloride solution, dried and subjected to distillation to remove the solvent. The 
residue was purified by silica gel column chromatography (eluent: dichloromethane/n-hexane = 3/1) to 
obtain 400 mg of 2-(3-methoxycarbonyl-4-hydroxyphenyl)-4-(3,4-diethoxyphenyl)thiazole. 

NMR{CDCl3)5: 1-35-1.60 (6H, m). 3.94 (3H, s). 4.10-4.30 (4H. m). 5.73 (1H, s). 6.90 (1H, d, 
J = 8.3Hz). 7.03 (1H. d, J=8.8Hz), 7.30 (1H, s), 7.48-7.65 (2H, m). 8.13 (1H, dd. 
20 J = 2.3Hz. 8-8Hz). 8.41 (1 H, d. J = 2.3Hz) 

In the same procedure as in Example 365 were obtained the compounds of Examples 1, 6, 23, 26-81, 
92, 94-96, 101-108. 112, 115, 118. 121. 124. 125-128, 130-133. 135, 136, 154-165. 167-227. 229-234. 253- 
273, 275-307, 309-316, 318-328 and 330-351. by using respective starting materials. 

25 Example 366 

In the same procedure as in Example 147 were obtained the compounds of Examples 253, 257, 259, 
261-263, 267. 269, 271. 275-278, 281, 282, 284-296. 297-301. 303-306, 308, 312, 314-318 and 320, by 
using respective starting materials. 

30 

Example 367 

The compound of Example 258 was obtained in the same procedure as in Example 148. by using 
starting materials. 

35 

Example 368 

In the same procedure as in Example 235 were obtained the compounds of Examples 268, 271, 272, 
283, 285, 298. 300, 310 and 320. by using respective starting materials. 

40 

Examples 367 - 374 

The compounds shown in Table 12 were obtained in the same procedures as in Example 1 and 
Example 1 38. by using respective starting materials. 

45 



50 



55 
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Table 12 




Compound of Example 367 

Rl = _(/ \- OC2H; 




5 / - 
OC7H5 

= H , R» = -^^^ 

Crystal form: light brown acicular (recrystal- 

lized from ethyl acetate-n-hexane ) 

M.p.: 92-93*'C 
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Compound of Example 368 

r1 = OC2H5 




OC2H3 



OH 



= H , = 



. CH2CH2CH3 



CO2H 

Crystal form: white acicular ( recrystallized from 
ethanol ) 

K.p.: 256. 8^257. 0**C Form: free 



Compound of Example 369 

OC2H5 



\ _/ 



R^ = H 



OC2H5 
R^ = 



O. 



H 

Crystal form: white powdery (recrystallized from 

ethyl acetate-ethanol ) 
M.p.: 236. 6-238. 0°C Form: free 



Comp>ound of Example 370 
R* = OCH3 , 



J2 = 



'OC2H3 



R^ = 




CO2H 



Crystal form: light yellow acicular (recrystal- 
lized from ethanol) 
M.p.: 197. 8-199. 3**C Form: free 
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Compound of Example 371 



OC2H5 



OC2H5 



R2 = 



H 




CO2H 



Crystal form: white powdery (recrystallized from 

ethanol ) 
M.p.: 182-184*»C Form: free 



Compound of Example 372 



Crystal form: yellow powdery (recrystallized from 

acetone-diethyl ether) 
M.p.: 111-114°C Form: trihydrochloride 1/2 

hydrate 



Compound of Example 373 




OC2H5 



H 





OC2H5 



H 




N 
H 



Form: free 
NMR: 56) 
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Compound of Example 374 



5 



10 




IS Form: free 

NMRs 57) 



20 56) NMR (DMSO-de) S : 1-37 (3H. t. J = 6.9Hz), 1.39 (3H, t. J = 6.9Hz). 3.82 (3H. s). 4.13 (4H. m). 7.09 

(IH, d, J = 8.4Hz), 7.30 (1H. m), 7.48 (1H, dd. J=2.0H2, 8.4Hz), 7.58 (2H, m). 
7.71 (IH, s). 12.10 (1H, brs) 
57) NMR (CDCJt3)5 : 1.41-1.54 (9H. m). 4.07-4.26 (6H, m), 6.92 (IH, d. J = 8.4Hz). 7.49 (1H. dd. 

J = 2.0Hz, 8.4Hz), 7.63 (IH. d. J = 2.0Hz). 7.86-8.05 (2H. m). 8.20 (IH. s). 8.44 

25 (IH. dd. J-I.OHz. 7.7H2) 

Example 375 

The compounds of Examples 368 - 371 were obtained in the same procedure as in Example 147, by 
30 using respective starting materials. 

Example 376 

The compound of Example 368 was obtained in the same procedure as in Example 363, by using 
35 starting materials. 

Example 377 

The compounds of Examples 367 - 374 were obtained In the same procedure as in Example 365, by 
40 using respective starting materials. 

The compounds of Examples 378-452. shown in Table 13 were obtained in the same procedures as in 
Example 1 and Example 138, by using respective starting materials. 



45 



50 



65 



251 



EP 0 513 387 A1 



10 



IS 



20 



CD 



25 



Si 



« OS 



30 



35 



40 



45 



^ B 



(0 
CO 



c 
o 

O — * 

u-i J-» 

^ C 

.-H .-I Q) 

m CO > 

-U 4J rH 

CO CO O 



0) 
i-H 

a • 

e o 

(Q z 



I » 
m 



1-4 u 

0) 0) 

•o x: 

o <u 

o j:: 

>4 



Q 





CO 



CM .H 
rH m 



0) 

» 0) 

o c 

Qt O 

^ Q) 
o o 

fH 

0) 
>« 



a: 



\ / 



I 




1^ 



^6 






•o 


in 




o 




CM 




1 


o 


m 


u 


o 




fN 


1 



o 



0) 



o 

,0) c 



8 





o 

00 

m 



50 



55 



252 



EP 0 513 387 A1 




253 



EP 0 513 387 A1 



in 
I I 



10 



15 



3 Q> C 

j= x: 



20 



25 



30 



c 
o 
u 



to 




a: 



35 



40 




45 



in 

00 



o <^ 



>1 
x: 

01 



8 8 




so 

GO 

m 



CN ^ 
I M 



O — 

iH «J C 
0) rH O 

n o m 

(0 10 ^ 

o 



CD 



00 ^ 



I 



c 
o 
u 



I- 

c a* 

* ,-4 



00 
00 

cn 



50 



56 



254 



EP 0 513 387 A1 



I u 

CN PC 



70 



75 



^ x: 

O 'O ^ 
CU > O) 

o -t-* 
4J c <u 

j= x: 
3: 



20 



o 



25 



C 

o 
u 



i-H 

(0 



30 




35 



40 




45 



as 

GO 



CD 

rg 



I I 
CO 



vo 

CN 



-2^ 



a* 



u 

8 



o 



• 

00 

o 

CN 
I I 
CD — 

O 
CM 



0) 



i 



as 

TO 



vo 



vo 



c 
o 
o 



r-^ O 

«o x: o 

r-i 4J rH ^ 

O I O £ 
o c x> 2 

X 0) "t; 

4-> x: (0 = 

I -u 
x: c 0) 

(0 



EC 

a 



\ / 




CM 

as 



50 



55 



255 



EP 0 513 387 A1 




56 



256 



EP 0 513 387 A1 




55 



257 



EP 0 513 387 A1 



CM 
I I 

CN 



10 



IS 



o 
CO 



Q» C 



20 



25 



30 





CN 








m 


no 






• Si 






C 




o 




CJ 






<M 






m 


u 


rH 






o 














to 









35 



40 




45 



in 

as 



ay 



0) <u 

^ 

o 0)7? 




CM 

o 



I free 
S o » 



I 

g «^ w 

<0 4) * 

U) la 





o 



00 



00 

o 



I I 

00 — ' 



I 



c 
o 
u 



u 
<0 

rH 

D --^ 
-H O 

o c 
(0 m 
x: 

O 0) 



CO 




50 



56 



258 



EP 0 513 387 A1 



I I 



10 



15 



20 



25 



C 

o 
u 



jQ 




30 



00 I 



ON 
00 



o 



8 

U 
CO 



m 



00 



(0 

iH 

I? 



8 



m 

CN 

I I 
CN ^ 
CN 
CN 



I 



c 
o 
u 



V4 



0> 



0) 



35 



40 




45 




50 



55 



259 



V 




260 



EP 0 513 387 A1 



I I 

o — - 



10 



75 



20 



25 



30 



C 

o 
u 



TO 




35 



40 




45 



CM 



u 



« (0 



o 
o 
u 




I 

in 



0) 



§5 

x: 
3: 




00 



in I 



I 

c 
o 
u 



<0 



w 



it 



u 

CI 

I 

8 



u 
I 

CI 




50 



55 



261 



EP 0 513 387 A1 




55 



262 



EP 0 513 387 A1 




55 



263 



EP 0 513 387 Al 




55 



264 



EP 0 513 387 A1 




55 



265 



EP 0 513 387 A1 




65 



266 



EP 0 513 387 A1 




267 



EP 0 513 387 A1 




55 



268 



EP 0 513 387 A1 



I 1 



10 



15 



c 

O r-H 

U (Q O 

^ rH C 

i= J-> 

en o a> 
I-:) 



20 



25 



30 



c 
o 
u 



Eh 




EG 



35 



40 




45 



r— I VO *^ 



c 



C QJ 

c <a € 




>1 

r-l 



c 
o 

M 




a: 



I 

15 



O 

a 



en 

CO 



O 
U 




50 



55 



269 



EP 0 513 387 A1 





45 




50 



Example 453 



94 mg of sodium boron hydride was added, at O'C, to a solution of 540 mg of 4-[2-(3.4-diethox- 
66 yphenyl)-4-thia2ole]-1-methylpyridinium iodide in 60 ml of methanol. The mixture was stirred at room 
temperature for 15 hours. After the completion of a reaction, the reaction mixture was concentrated. The 
residue was mixed with 100 ml of ethyl acetate and washed with 50 ml of water. The ethyl acetate layer 
was dried over sodium sulfate and concentrated. The residue was recrystalllzed from diethyl ether to obtain 
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300 mg of 2-(3,4-diethoxyphenyl)-4-(1-methyl-1,2,5,6-tetrahydropyriclin-4-yl)thia20le. 
Light brown powder 
M.p.: 81 .2-83.6 -C 

5 Example 454 

200 mg of lithium aluminum hydride was added, at O'C, to a solution of 1.92 g of 2-{3,4-dlethox- 
yphenyl)-4-(2-ethoxycarbonyl-6-pyridyl)thiazole in 150 ml of tetrahydrofuran. The mixture was stirred in an 
argon atmosphere for 2 hours. The reaction mixture was mixed with 1 ml of a saturated sodium sulfate 
10 slution. The resulting mixture was stirred at 0*C for 30 minutes and filtered through Celite. The filtrate was 
concentrated. The residue was purified by silica gel column chromatography and recrystaliized from ethyl 
acetate-n-hexane to obtain 360 mg of 2-(3,4-diethoxyphenyl)-4-(2-hydroxymethyl-6-pyridyl)thia2ole. 
White acicular 
M.p.: 109-113* C 

75 The compounds of Examples 412, 423 and 442 were obtained in the same procedure as in Example 
454, by using respective starting materials. 

Example 455 

20 1.13 ml of triethylamine was dropwise added, at room temperature, to a solution of 1 g of 2-(3,4- 
diethoxyphenyl)-4-(2-carboxy-6-pyridyl)thiazole, 245 mg of dimethylamine hydrochloride and 515 mg of 
diethyl cyanophosphate in 15 ml of dimethylformamide. The mixture was stirred at the same temperature 
for 3 hours. The reaction mixture was mixed with 20 ml of water. The resulting mixture was extracted with 
50 ml of dichloromethane three times. The dichloromethane layer was dried over sodium sulfate and 

25 concentrated. The residue was recrystaliized from n-hexane-ethyl acetatedichloromethane to obtain 800 mg 
of 2-(3,4-diethoxyphenyl)-4-(2-dimethylaminocarbonyl-6-pyrdyl)thiazole. 
White acicular 
M.p.: 163.2-164.1 

The compounds of Examples 379, 400 and 401 were obtained in the same procedure as in Example 
30 455, using respective starting materials. 

Example 456 

730 Milligrams of 2-(3,4-diethoxyphenyl)-4-(2-dimethylaminocarbonyl-6-pyridyl)thiazole was dissolved in 
35 15 ml of tetrahydrofuran at room temperature, then this solution was dropwise added to a suspension of 70 
mg of lithium aluminum hydride in 10 ml of diethyl ether, in an argon atmosphere so as to refluxing the 
reaction mixture. After the completion of the dropwise addition, refluxing was continued for a further 1 hour 
and 30 minutes. The reaction mixture was mixed with 50 ml of water. The resulting mixture was extracted 
with three 50-ml portions of dichloromethane. The dichloromethane layer was concentrated. The residue 
40 was purified by silica gel thin-layer chromatography. The resulting ethanol solution was mixed with 
concentrated hydrochloric acid to obtain a hydrochloride. The hydrochloride was recrystaliized from a 
diethyl etherethanol mixed solvent to obtain 60 mg of 2-(3,4-diethoxyphenyl)-4-(2-dimethylaminomethyl-6- 
pyridyl)thia20le dihydrochloride as a yellow powder. 
M.p.: 195" C (decomposed) 

45 

Example 457 

8.5 g of trifluoromethanesulfonic acid anhydride was added to a solution of 10 g of 2-(3,4-diethox- 
yphenyl)-4-(3-methoxycarbonyl-4-hydroxyphenyl)thiazole dissolved in 100 ml of dichloromethane. Thereto 

60 was dropwise added 6 ml of triethylamine with stirring under ice-cooling. The reaction mixture was stirred at 
room temperature for 2 hours. Thereto was added 40 ml of water for phase separation. The organic layer 
was dried and subjected to distillation to remove the solvent. The residue was recrystaliized from ethanol to 
obtain 12.7 g of 2-(3.4-diethoxyphenyI)-4-(3-methoxycarbonyl-4-trifluoromethanesulfonyloxyphenyl)thiazole 
as a white powder. 

55 M.p.: 112-113'C 

Example 458 
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In 5 ml of dimethylformamide was dissolved 600 mg of 2-(3,4<liethoxyphenyl)-4-(3-carboxy-4-methox- 
ymethoxyphenyl)thia20le. Thereto was added 56 mg of sodium hydride and 290 mg of l-bromononane The 
mixture was stirred at room temperature for 14 hours. The solvent was removed by distillation To the 
residue were added 80 ml of dichloromethane and 30 ml of a 10% aqueous sodium hydroxide solutior, and 
phase separation was conducted. The dichloromethane portion was washed with 20 ml of a satu ated 
aqueous sodium chloride solution, dried and subjected to distillation to remove the solvent. The residue was 
subjectwl to silica gel column chromatography. There was obtained, from the dichloromethane layer. 340 
^^^,^1^1'^ - ^ ^^^^°''^^^^^^^^^ as a colorless oily 

Properties: NMR^'> 

3qft4nr^nrr,r?.f ^^"^^^^ ^^""^ compounds of Examples 382-385. 390. 

398, 404. 407, 415. 443, 444. 445. 447-450 and 452. by using respective starting materials. 

Example 459 

nf J'l'.^TI^ ^°"^*^*'"9 °' 2 Of dimethylformamide and 0.2 ml of water were dissolved 200 mg 

2^ h'^''' r'J^ °' 2-acetylpyrrole. 200 mg of sodium iodide and 

200 mg of sodium hydroxide. The solution was stirred at 80' C for 4 hours. The reaction mixture was 
subjected to distillation to remove the solvent. To the residue were added 30 ml of dichloromethane and 20 
ml of water and phase separation was conducted. The organic layer was washed with 15 ml of a saturated 
S". I" r^°Hr T ^""^ ^"'^j^c'^d to distillation to remove the solvent. The residue was 

" ^ °' 2-(3.4-diethoxyphenyl,-4-(2-acetyM.pvrro.yl,methy.^^^^^^^ 

M.p.: 123-124* C 
Example 460 

iriJZL^l t TT''^ l""°?'!f "^'^ ^ 9 °^ 2-(3.4.diethoxyphenyl)-4-(3-methoxycarbonyl-4- 

?8oTfnr f h °"^r?.'"''*'''*^°^ and 0.73 g of 1 -(2-aminoethyl)piperidine. The mixture was stirred 
at 80 C for 5 hours. To the reaction mixture were added 40 ml of ethyl acetate and 20 ml of water and 
phase separation was conducted. The organic layer was washed with 15 ml of a saturated aqueous sodium 
ch londe solution, dried and subjected to distillation to remove the solvent. The residue was puriSd by s l^a 
Chromatography (elutant: dichloromethane/methanol = 49/1 by v/v) and dissolved in diethyl 
ether. The solution was mixed with hydrochloric acid-methanol to obtain a hydrochloride. The hydrochloride 

Toi^S 1 ?H V IT' '° °' 2-(3,4-diethoxyphenyl)-4-{3-methoxycarbC^^^ 

{1-piperidmyl)ethyIamino]phenyl}thiazole dihydrochloride as a yellow Dowder " y l*: 

M.p.: 93-94* C 

ExaJnr^Th""''' °' ^"^ ^2 ^^^^ procedure as in 

Example 460, by using respective starting materials. 

Example 461 

»mJtL^° T ''''^"'^^ ^"^^ °^ diethoxyphenyl)-4-(3-nonyloxycarbonyl-4-methox- 

fo? 20 i'n t"r^ Tr '''^'^ ' °' ^^^'^ ^y^^^^^^oric acid, and the mixture ias refluxed 

or 20 mmutes. The solvent was removed by distillation. To the residue were added 40 ml of dich- 

sT. ofT/t f h"' °' P'""" '^^ -9-- '-y- was washed wl 

ILTJ rl i ^""^""^ ^''^^ subjected to distillation to remove the 

solvent. The residue was recrystalhzed from ethanol to obtain 245 mg of 2-(3,4-diethoxyphenyl)-4-(3- 
nonyloxycarbonyl-4-hydroxyphenyl)thia20le as a white powder ««noxypnenyi, 4 (j 

M.p.: 67-68 'C 

385 'Im^^AT^Tr.v"^^ ""^1 ""^'^ compounds of Examples 379. 380. 382- 

385. 395. 396, 411. 412, 417. 421-435. 445 and 451 by using respective starting materials. 

Example 462 

In a mixed solvent consisting ol 50 ml of methanol and 5 ml of water were suspended 1 q of 2-f3 4- 
d.^hoxyphenyI)-4-(3-methoxycarbonyl-4-hydroxy-5-aM 50 mg of palladium acetate Pd- 

(0Ac)2] and 230 mg of copper acetate [Cu(OAc)2-H20]. The suspension was stirred in an oxygen 
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atmosphere at 50*C for 6 hours. 50 mg of palladium acetate was further added. After 10 hours, 50 mg of 
palladium acetate was furthermore added. After 14 hours, when no solid starting materials in the reaction 
mixture were visible, the reaction mixture was filtered. The filtrate was concentrated. The residue was 
purified by silica gel column chromatography (eluent: dichloromethane/hexane = 1/1 by v/v) and recrystal- 
5 lized from methanol-dichloromethane to obtain 230 mg of 2-(3,4-diethoxyphenyl)-4-(2-methyl-7- 
methoxycarbonyl-5-benzofuryl)thiazole. 
Light brown prismatic 
M.p.: 144-1 45' C 
NMR«2) 

10 

Example 463 

In 20 ml of methanol was dissolved 1 g of 2-(3,4-diethoxyphenyi)-4-[3-methoxymethoxymethoxycarb 
onyl-4-methoxymethoxy-5-(2-methyl-2-propeny!)phenyl]thia2ole. Into the solution being stirred under ice- 

75 cooling was blown ozone. After 1 hour, 0.5 ml of methyl sulfide was added. The mixture was stirred at the 
same temperature for 30 minutes. The solvent was removed from the reaction mixture by distillation. To the 
residue were added 50 ml of dichloromethane and 25 ml of water. The organic layer was separated, washed 
with 15 ml of a saturated aqueous sodium chloride solution, dried and subjected to distillation to remove the 
solvent. The residue was purified by silica gel column chromatography (eluent: dichloromethane/n-hexane 

20 = 2/3 by vV) to obtain 500 mg of 2-(3,4-diethoxyphenyl)-4-(3-methoxymethoxycarbonyl-4-methoxymethoxy- 
5-acetylmethylphenyl)thiazole as a colorless oily substance. 
Properties: NMR^^' 

The compound of Example 450 was obtained in the same procedure as in Example 463. by using 
starting materials. 

25 

Example 464 

In 15 ml of ethanol was dissolved 220 mg of 2-(3,4- diethoxyphenyl)-4-(3-methoxymethoxycarbonyl-4- 
methoxymethoxy-5-acetylmethylphenyl)thia20le. Thereto was added 1 ml of 10% hydrochloric acid, and the 

30 mixture was refluxed for 2 hours with heating. The solvent was removed by distillation. To the residue were 
added 20 m! of ethyl acetate and 10 ml of water, and phase separation was conducted. The organic layer 
was washed with 10 ml of a saturated aqueous sodium chloride solution, dried and subjected to distillation 
to remove the solvent. The residue was purified by silica gel column chromatography (eluent: 
chloroform/methanol = 99 '1 by v/v) and recrystallized from an n-hexane-ethyl acetate mixed solvent to 

35 obtain 2-(3,4-diethoxyphenyl)-4-(3-carboxy-4-hydroxy-5-acetytmethyl)thia20le as a white powder. 

In the same procedure as m Example 467 were obtained the compounds of Examples 379-385, 389. 
391, 394-396, 399. 403. 41 1-414. 416-418, 421-435, 445 and 451 by using respective starting materials. 

Example 465 

40 

In 40 ml of o-dichlorobenzene was dissolved, with heating. 2 g of 2-(3,4-diethoxyphenyl)-4-[3-carboxy-4- 
hydroxy-5-(2-methyl-2-propenyl)phenyl]thia20le. Thereto were added about 10 mg of iodine and 1.5 g of 
potassium iodide (ground in a mortar), and the mixture was refluxed for 14 hours with heating. The reaction 
mixture was mixed with 30 ml of water and phase separation was conducted. The organic layer was mixed 
45 with 30 ml of ethyl acetate. The mixture was washed with 20 ml of a saturated aqueous sodium chloride 
solution, dried and subjected to distillation to remove the solvent. The residue was purified by silica gel 
column chromatography (eluent: dichloromethane) and recrystallized from diisopropyl ether to obtain 1 g of 
2-(3,4-diethoxyphenyl)-4-(2,2-dimethyl-7-carboxy-2.3-dihydrobenzofuran-5-yl)thia2ole as white powdery cry- 
stals. 

50 M.p.: 106-107 'C 
Example 466 

In a mixed solvent consisting of 100 ml of tetrahydrofuran and 40 ml of water was dissolved 3.7 g of 2- 
65 (3,4-diethoxyphenyl)-4-[3-methoxymethoxycarbonyl-4-methoxymethoxy-5-(1-propenyl)phenyl]thia2ole. To 
the solution were added 100 mg of osmium tetroxide (OsO*) and 5.6 g of sodium periodate (NalO^), and 
the mixture was stirred at room temperature for 14 hours. The reaction mixture was filtered. The filtrate was 
concentrated to a 1/3 volume. To the concentrate was added 100 ml of ethyl acetate, and phase separation 
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driiTn^slI Jt2 T^H r. ""^^ "^""'^'^ '^^^^^^ ^0^'"'" ^•^•o^ide solution. 

t^^mT ^""^f"^^'" distillation to remove the solvent. The residue was purified by silica gel column 
Chromatography (elutant: dichloromethane) to obtain 600 mg of 2-(3>diethoxyphenyl)-r3- 
methoxymethoxyca*ony|.4-methoxymethoxy-5-formylphenyl^^^ (cLpound A andTi gTi-Js t 

(compound B). The 2-(3,4^iethoxyphenyl)-4-[3-methoxymethoxycarbonyl-rmethoxymeIhox5^^^^^^ 2- 
a5edTnT' r"''^*'r'" ^'^""P^^"' ^> ^° °f TO tL solution wefe 

for 14 Lit ?H . ^""^^^ °' ^'■'^-^ «t room tem^I e 

S 1! n T ""^^ '"^^ ^^^'^"^^ '"'''t"^^ by distillation. The residue was mixed -with 

« . XK i^*^"^ ^"^d and subjected to distillation to 

T ^'V^^'"^"^ ^°'^'>'"^ -ith 600 mg of the above^btained 2-(3.4-diethoxyphryl^ 

ret«eT^^^^^ ("""P^""^ The mi,Jur7 was 

recrystallized from ethanol to obtain 1.6 g of 2-(3.4-dlethoxyphenyl)-4-(3-methoxymethoxvcarbonvl-4. 
methoxy-methoxy-5-formyl phenyDthiazole as white acicular crystals moxymethoxycarbonyl 4- 

M.p.: 113-114*0 

start'ng'mXlir' °' ^^"^ P^^^'^"- - ^-P'^ ^« -ing 

The compounds of Examples 467-509. shown in Table 14 were obtained in the same procedures as in 
Example 1 and Example 138. by using respective starting materials. procedures as in 
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Example 510 

55 In 30 ml of methanol was dissolved 500 mg of 2-(3,4-diethoxyphenyl)-4-(3-methoxycarbonyl-4-methoxy- 
methoxy-5-formylphenyl)thiazole. Thereto was added 3 nnl of a 30% methylamine solution. The mixture was 
stirred at room temperature for 14 hours and at 70 °C for 1 hour. Thereto was added 530 ml of sodium 
boron hydride with stirring under ice- cooling. The mixture was stirred at room temperature for 3 hours. The 
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solvent was removed from the reaction mixture by distillation. The residue was mixed with 40 ml of ^thv,. 
or.tt'"'. H° °' ^'''^ The organi~wasTashedlM^^^^^^^^ 

?L rS!. ^'T"' ^"^^ to distillaL to removfthTso vem 

?om tL ! T *° <^h^°"^^t°9^-Phy (eluent: dichloromethane/methano7= by T ' 

Colorless oily 
Properties: NMR^3> 

matelISs""'""' °' ^^-^^-^ - - ^-P'e 510. using starting 

Example 51 1 

from the reaction mixture by distillation. To the residue were added 30 ml of dichloromethane and Ts mi^ff 
water, and phase separation was conducted. The organic layer was washed wirTo mTnf^ ? J 

ZTI^TJ^^'T.T'''- ''^ ^"^^-^^'^^'^ distilLonTrerovfthr 01 entt obtln'iT^g 
?eno!tc?id ' ^^'"^^^^^ •:>tam300mg 

Properties: NMR^'*> 
Example 512 

fhi.!^ ""^ !"^^''*"^'®*^°'*yP^®"y')-'^-(3-methoxymethoxycarbonyl-4-methoxymethoxv-5-formvlDhenvh 



M.p.: 94-96 " C 



Example 513 



:LranrpS™^^^^^ 

apueous sodium chloride solution, dried and subjected to dis«..aL tTremove Jso^^^^^^ ^JZT^ 
mo Of p^/i f ""^T " <^^~'"«t°9^^P»'y (e'"«nt: dichloromethane/n-hexane = 2/1 by vX) to obmin 240 
mg Of 2-(3.4-d.ethoxypher,yl)-4-(3-methoxymethoxycarbonyl-4-hydroxy-5-vinylphenvl)thi^o r 
mg Of 2-(3.4-diethoxypheny,)-4-(3-methoxymethoxycarbony^4-meWma^^^^^^^^^ 

NMR data of compound (A): 

'H-NMR (CDCl3)«: 1.49 (3H. , J = 7.0H^). 1.51 (3H. t. J = 7.0Hz). 3.58 (3H. s), 3.95 (3H. s) 415 (2H 
q. J = 7.0Hz). 4.22 (2H. q. J = 7.0Hz). 5.08 (2H. s). 5.43 (1H. dd. J = 1.1 1 1 1 HzX 
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5.89 (1H, dd. J = 17.7Hz), 6.92 (1H, d, J = 8.4Hz), 7.17 (1H, dd, J = 11.1, 17.7H2), 
7.43 (1H. s). 7.54 (IH. dd. J = 2.1, 8.4H2). 7.61 (1H. d. J = 2.1 Hz). 8.29 (2H, d. 
J = 1.3Hz). 

5 NMR data of compound (B): 

^H-NMR (CDCI3) 5: 1.49 (3H. t, J = 7.0H2). 1.51 (3H, t, J = 7.0Hz). 3.58 (3H, s), 3.59 (3H, s), 4.15 (2H, 
q, J=7.0Hz), 4.22 (2H, q, J = 7.0Hz), 5.10 (2K s). 5.43 (1H. dd, J = 1.1. 11.1 Hz), 
5.51 (2H, s). 5.89 (1H, dd, J = 1.1, 17.1 Hz), 6.92 (1H, d, J = 8.4H2), 7.18 (1H. dd, 
10 J = 11.1 17.7H2), 7.43 (1H, s). 7.54 (1H, dd, J=2.1. 8.4H2). 7.61 (1H, d. J = 2.1 Hz), 

8.29 (2H, d. J = 1.3H2). 

Example 514 

75 In 10 ml of ethanol was dissolved 350 mg of 2-(3,4-diethoxyphenyl)-4-[3-methoxymethoxycarbonyl-4- 
methoxymethoxy-5-(2-ethoxycarbonylvinyl)phenyI]tfiia20le. Thereto was added 0.2 ml of 10% hydrochloric 
acid. The mixture was stirred at 60 *C for 1 hour with heating. Thereto was added 1 ml of 10% sodium 
hydroxide. The mixture was refluxed for 4 hours with heating. The solvent was removed from the reaction 
mixture by distillation. The residue was mixed with 15 ml of water. The mixture was made weakly acidic 

20 with 10% hydrochloric acid and extracted with 40 ml of hot ethyl acetate. The organic layer was washed 
with 15 ml of a saturated aqueous sodium chloride solution, dried and subject to distillation to remove the 
solvent. The residue was recrystallized from ethyl acetate to obtain 170 mg of 2-(3,4-diethoxyphenyl)-4-[3- 
carboxy-4-hydroxy-5-(2-carboxyvinyl)phenyl]thia20le. 
Yellow powder 

25 M.p.: 260-261 " C 

Example 515 

In 20 ml of methanol was dissolved 150 mg of 2-(3,4-diethoxyphenyl)-4-(3-methoxycarbonyI-4- 
30 methoxymethoxy-5-methylaminomethylphenyl)thia2ole. Thereto was added 0.2 ml of 10% hydrochloric acid. 
The mixture was stirred at 60* C for 30 minutes. 2 ml of 10% sodium hydroxide was added, and the mixture 
was refluxed for 1 hour with heating. The reaction mixture was made neutral with 10% hydrochloric acid and 
the solvent was removed by distillation. The residue was mixed with ethanol. The insoluble was collected by 
filtration, washed with water, dried and recrystalli2ed from dimethylformamlde to obtain 35 mg of 2-(3,4- 
35 diethoxyphenyl-4-(3-carboxy-4-hydroxy-5-methylaminomethylphenyl)thia20le. 
Light brown granular 
M.p.: 271 -273 

Example 516 

40 

A mixture of 500 mg of 2-(3,4-diethoxyphenyl)-4-(4-cyano-pyridyl)thia2ole, 20 ml of ethanol and 17 ml of 
a 4% aqueous sodium hydroxide solution was refluxed for 16 hours with heating. The reaction mixture was 
allowed to stand. Then, 200 ml of water was added thereto. The mixture was extracted with 80 ml of 
dichromethane two times. The aqueous layer was made acidic (pH = about 3) with concentrated 
45 hydrochloric acid and extracted with 1 50 ml of ethyl acetate three times. The ethyl acetate layer was dried 
over anhydrous sodium sulfate and concentrated. The residue was recrystalli2ed from ethyl acetate to 
obtain 290 mg of 2-(3,4-diethoxyphenyl)-4-(4-carboxy-2-pyridyl)thia20le. 
White acicular crystals 
M.p.: 236.2-237.2 • C 

50 

Example 517 

5.23 g of imidazole and 4.85 g of tert-butyldimethylchlorosilane were added, in this order, to a 
suspension of 4.02 g of 2-(3,4-diethoxyphenyl)-4-(3-methoxycarbonyI-4-hydroxyphenyl)thia2ole in 60 ml of 
55 dimethylformamide at room temperature. The mixture was stirred at the same temperature for 4 hours. To 
the reaction mixture were added 100 ml of ice water and 200 ml of ethyl acetate. The organic layer was 
separated, washed with 100 ml of water and 50 ml of a saturated aqueous sodium chloride solution in this 
order, dried over anhydrous magnesium sulfate and subjected to distillation to remove the solvent. The 
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?Ta^7?<r/Tl''' T '^'°'^^'°3'^P^y («'"ent: n-hexane/ethyl acetate = 10/1) to obtain 

Properties 

Exampie 518 

548 mg of lithium aluminum hydride was added to a solution of 5.43 g of 2-(3 4-diethoxvDhenvn 4 n 

waLTnd 3 :o?slr ^^'"P^-*"'-^ ^ To the reactior, miLre wer;Tdded l' m S 

trSLnCf- !^ '^^""""S "'"^"•■^ fl^^^^d *^°"9h Celite. The filtrate was subjected 

to dist.llat.on to remove the solvent. To the residue were added 200 ml of ethvl acetate and%n m. ^r ! 
The mi>rture was neu^alized with 5 N hydrochloric acid. The ir^solub.e las rel^X ^^^^^^^^ 
rnhvi? ^ "''^ °^9anic layer was washed with 50 ml of water dried ov2 

anhydrous magnss.um sulfate and subjected to distillation to remove the solvent. The resTdTe was ourrd 
by s.l.ca gel column chromatography (eluent: n-hexane/ethyl acetate = 10/1 by v/v) and rec^/steLd 
sXrpC^^re^ " ' " -(3~ypheny,,.4,3Wy JhyM^^^^^^^^^ 

White prismatic crystals 
M.p.: 1 01 .3-1 03 

The compounds of Examples 397. 412 423 445 anri dR^ «/or^ r.K+o:«^^ *u 
Example 518. by using respective starting material^ " P^^-^"^"--^ 

Example 519 

startHjmtS ^^"^^ -^^^^^-^ - ^-P- ^ and 138. by using 

2-(3.4-Diethoxyphenyl)-4.[3-carboxy-4-hydroxy-5-(1-isobutenyl)phenyl]thia2ole 
Propert.es: ^H-NMR (DMSO-d.)a: 1.38 (3H. t. J = 6.9HzX 1^40 (3H. t. J=6.9Hz). 1.86 (3H s) 1 95 

(3H. s). 4.12 (2H. q, J = 6.9Hz). 4.15 (2H. q, J=6.9H2), 6.33 (1H 
brs), 7.09 (1H. d. J = 8.7H2). 7.48-7.62 (2H. m). 7.93 (1H, s), 7.95 
(IH.d. J=2.1H2),8.31 (IH.d. J = 2.1Hz). 

Example 520 

a 4-[2-(3.4-Diethoxyphenyl)-4-thiazolyl]pyrldinium-1 -oxide 

Properties: 'H-NMR (DMS0-d.)5: 1.35 (3H, t. J = 6.9Hz). 1.37 (3H, t, J=6.9Hz). 4.07 (4H m) 707 

(1H. d, J = 8.3H2), 7.52 (1H, dd, J = 2.0Hz, 8.3Hz), 7.58 (1H d 
J = 2.0Hz), 8.03 (2H. d. J = 7.2Hz), 8.29 (2H. d. J = 7.2H2) 833 
(1 H. s). 

D 2-(3,4-Dlethoxyphenyl)-4-(2-cyano-4-pyridinium)thiazole 

Properties: 'H-NMR (DMSO-d.).: 1.36 (3H, t. J = 6.9Hz). 1.38 (3H, t, J = 6.9Hz). 4.08-4.23 (4H m) 

7.08 (1H, d. J = 8.3Hz), 7.55-7.61 (2H, m). 8.32 (in'dd' 
NMR ^* »K ^ " ^ ^-^^ (2H. s), 8.84 (1 H. d. J = 5.2H2) ' ' 

NMR data of the compounds of Examples 417, 423. 425 444 446-449 452 AfiV 47n -vo 
482. 483. 485, 486. 493. 497. 500 and 507-509 (NMR«») -NM^)) ' ' 

NMRS8): compound of Example 417 

'H-NMR (DMSO-ds) 5: 1^38 (3H, t. J = 7.0Hz). 1.40 (3H. t. J = 7.0Hz). 2.22 (3H. s). 3.87 (2H s) 408 

2H, q, J=7.0Hz), 4.16 (2H. q. J = 7.0Hz), 7.10 (1H. d J = 8.2Hz) 7 «-7 60 
(2H. m), 7.99 (1 H. s). 8.08 (1 H. d. J = 2.3Hz). 8.38 (1 H. d. J = 2.3Hz). 

compound of Example 423 
'H-NMR (DMSO-ds) a: 1.38 (3H. t. J=6.9Hz). 1.40 (3H. t. J = 6.9Hz). 4.11 (2H. q. J = 6.9Hz). 4.15 (2H. 
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q, J = 6.9Hz), 4.60 (2H. s), 7.08 (1H, d. J = 8.9H2). 7.45-7.63 (2H, m). 7.77 (1H. 
s), 8.06 (1H. d, J = 2.2Hz). 8.34 (1H. d, J = 2.2Hz). 

NMR^°*: compound of Example 425 

^H-NMR (CDCl3)6: 1.48 (3H, t. J=7.DHz), 1.50 (3H. t. J = 7:0H2). 2.78 (2H, t, J = 6.7Hz), 3.09 (2H, t, 
J=6.7Hz), 4.07-4.30 (4H, m), 6.91 (1H. d, J = 8.3Hz), 7.52 (1H, d, J = 8.3Hz), 7.60 
(1H. brs), 8.02 (1H, brs). 8.38 (1H. brs). 

NMR^^*: compound of Example 444 

^H-NMR (CDCl3)5: 0.08-1.00 (3H. m), 1.00-1.67 (18H, m), 1.67-1.95 (2H, m), 3.54 (3H, s), 4.16 (2H, q. 

J = 7.0Hz), 4.23 (2H. q, J = 7.0Hz), 4.35 (2H. t, J = 6.6Hz), 5.30 (2H. s). 6.92 (1H. 
d, J=8.4Hz), 7.27 (1H. d. J=8.7Hz), 7.36 (1H, s), 7,53 (1H, dd, J=2.0Hz, 8.4Hz), 
7.62 (1H, d. J = 2.0Hz), 8.08 (1H, dd. J = 2.3Hz, 8.7Hz), 8.36 (1H, J =2.3Hz). 

NMR^^*: compound of Example 446 

^H-NMR (CDCb) 5: 150 (3H. t. J = 7.0H2), 1.52 (3H. t. J = 7.0Hz), 2.55 (3H, d. J = 0.9Hz), 4.04 (3H, s), 
4.16 (2H, q. J = 7.0Hz), 4.23 (2H, q, J = 7.0Hz). 6.50 (1H. d. J = 1.0Hz). 6.93 (1H. d. 
J=8.4Hz), 7.45 (1H, s), 7.55 (1H. dd. J = 2.1 Hz. a4Hz). 7.64 (1H. d, J = 2.1 Hz), 
8.34 (1 H, d. J = 1 .8Hz). 8.42 (1 H. d. J = 1 .8Hz). 

|v|Mr63). compound of Example 447 

1H-NMR (CDCb) 6: 1.49 (3H. t. J = 7.0Hz). 1.51 (3H. t. J = 7.0Hz). 1.78 (3H. s). 3.54 (2H. s). 3.59 (3H, 
s), 4.16 (2H, q. J = 7.0Hz). 4.22 (2H, q. J = 7.0Hz), 4.71 (1H. brs). 4.90 (IH. brs), 
5.09 (2H, s). 5.51 (2H. s), 6.92 (1H. d, J = 8.4Hz). 7.40 (IH, s), 7.53 (IH, dd, 
J = 2.1 Hz, 8.4Hz), 7.61 (1H, d, J = 2.1 Hz), 7.98 (IH. d, J = 2.4H2). 8.34 (1H, d, 
J = 2.4Hz). 

NMR^^>: compound of Example 448 

^H-NMR (CDCb) 6: 1.49 (3H. t, J = 7.0Hz). 1.51 (3H, t. J = 7.0Hz). 2.24 (3H. s), 3.56 (3H. s). 3.59 (3H, 
s). 3.95 (2H. s), 4.16 (2H. q, J = 7.0Hz); 4.22 (2H. q. J=7.0Hz), 5.09 (2H. s). 5.50 
(2H, s), 6.92 (1H. d. J=8.4Hz), 7.42 (IH. s). 7.52 (IH, dd. J = 2.1 Hz, 8.4Hz), 7.60 
(1H, d. J = 2.1 Hz). 8.01 (1H, d. J = 2.3H2). 8.39 (IH. d. J = 2.3Hz). 

NMR^^^ compound of Example 449 

^H-NMR (CDCl3)5: 1.50 (3H, t, J = 7.0H2), 1.51 (3H. t, J = 7.0Hz). 1.97 (3H, dd. J = 1.6Hz, 6.6Hz). 3.58 
(3H. s), 3.59 (3H. s), 4.16 (2H, q, J = 7.0Hz). 4.22 (2H. q, J = 7.0Hz), 5.09 (2H. s). 
5.50 (2H. s), 6.38 (1H. dd, J = 15.9Hz, 6.6Hz). 6.83 (IH, d, J = 15.9H2). 6.93 (IH, d, 
J = 8.4Hz), 7.42 (IH, s), 7.55 (IH, dd. J = 2.1 Hz. 8.4Hz), 7.61 (IH. d. J = 2.1 Hz). 
8.23 (1H, d, J = 2.2Hz). 8.27 (IH, d. J = 2.2Hz). 

fsll\/IR66). compound of Example 450 

^H-NMR (CDCl3)5: 1.16 (1.5H. d. J =6.3Hz), 1.22 (1.5H. d. J = 6.3Hz). 1.43-1.57 (6H. m). 3.59 (3H, s), 
3.62 (3H, s). 4.05-4.36 (4H. m), 5.07-5.28 (2H. m), 5.30 (2H, s). 5.50 (2H. s), 6.93 
(IH. d. J = 8.4Hz). 7.45 (IH. s). 7.54 (IH, dd. J =2.1 Hz. 8.4Hz). 7.61 (IH. d. 
J =2.1 Hz), 8.21 (0.5H. d. J = 2.3Hz), 8.32 (0.5H, d, J = 2.3Hz), 8.48 (IH, m), 

NMR^^>: compound of Example 467 

^H-NMR (CDCl3)5: 1.49 (3H. t, J = 7.0Hz), 1.50 (3H, t, J = 7.0Hz). 3.49 (3H, s). 4.17 (2H. q, J = 7.0Hz), 
4.19 (2H, q, J = 7.0Hz). 5.28 (2H. s), 5.40 (2H, s). 6.91 (IH, d. J=8.4Hz), 7.22-7.70 
(9H. m). 8.08 (IH, dd. J = 2.4Hz. 8.7Hz), 8.40 (1H, d, J=2.4Hz). 
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NMR^s). compound of Example 470 

'H-NMR (CDCl3)6: 1.44-1.67 (12H. m). 4.04 (3H. s). 4.10-4.33 (8H. m). 6.92 (2H. d. J = 84Hz) 737 
(1H s), 7.46 (1H, s). 7.52-7.63 (3H. m). 7.66 (1H. d. J = 2.0Hz). 7.75 (2H d 
J=8.4Hz). 8.08 (2H. d, J = 8.4Hz). 8.20 (1H, d, J = 2.2Hz). 8.46 (1H. d J = 22H2)' 
11.43 (1H.S). V .u. o ^^nz), 

NMR^8>: compound of Example -471 

'H-NMR (CDCl3)6: 1.50 (3H. t. J = 7.0Hz). 1.53 (3H. t, J = 7.0Hz), 2.42 (3H, s), 3.96 (3H s) 4 17 (2H 
q. J = 7.0Hz), 4.23 (2H. q, J = 7.0H2), 6.94 (IN, d. J = 8.4H2). 7.54 (IH. dd' 

il l^tV^^^- ^-^^ J = 2-1Hz). 8.76 (IH. d. J = 2.3Hz). 8.80 

(In, CI, J — 2.3Hz). 

NMR^o>: compound of Example 478 

1H-NMR (CDCI,)a: 1.49 (3H. t. J = 7.0Hz), 1.51 (3H. t. J =7.0Hz), 3.59 (3H. s). 3.59 (2H. d. J = 6.3Hz) 
lit ^ = 70"^)- 4.22 (2H, q. J = 7.0H2). 5.08 (2H. s). 5.07- 

5.17 (IN, m), 5.17-5.27 (IH, m), 5.96-6.16 (IH, m), 6.92 (IH, d. J = 84H2) 740 
(IH s), 7.54 (1H, dd, J =2.1 Hz, 8.4H2). 7.60 (IH. d. J = 2.1 Hz). 7.98 (IH ' d 
J = 2.4Hz). 8.27 (1 H. d. J = 2.4Hz). V . a, 

NMR^'>: compound of Example 479 

'H-NMR (CDCl3)a: 1.48 (3H, t, J = 7.0Hz). 1.51 (3H, t. J=7.0Hz), 3.55 (3H. s). 3.89 (2H, d, J = 1 7Hz) 
3.94 (3H s). 4.15 (2H, q, J = 7.0Hz). 4.21 (2H, q, J = 7.0Hz), 5.09 (2H. s). 6.91 (IH 
d. J=8.4H2), 7.43 (IH, s). 7.52 (IH. dd. J = 2.1 Hz. 8.4H2). 7.59 (1H. d J = 21H2) 
8.04 (1 H. d. J = 2.3Hz). 8.36 (1 H. d. J = 2.3Hz). 9.79 (1 H. t. J = 1 .7Hz). 

NMR^2). compound of Example 480 

1H-NMR (CDCl3)5: 1.50 (3H, t. J = 7.0Hz). 1.52 (3H. t. J = 7.0Hz). 3.60 (3H. s). 3.98 (3H, s) 4 16 (2H 
q. J = 7.0Hz), 4.23 (2H, q. J = 7.0Hz), 5.22 (2H, s), 6.92 (IH. d, J = 84Hz) 7 50 
(IH s). 7.54 (IH. dd. J = 2.1 Hz. 8.4H2). 7.60 (IH. d. J = 2.1 Hz). 8.57 (IH d 
J = 2.5Hz). 8.73 (1 H.d, J = 2.5Hz). 10.50 (1H.S). ' 

NMR^3). compound of Example 482 

'H-NMR (CDCI3) 5: 1 49 (1 H. t. J = 7.0Hz), 1 .51 (3H. t, J = 7.0Hz), 2.50 (3H. s), 3.60 (3H, s), 3.92 (2H 
fiM H ?'^ol^ ''^ J = ^0H2). 4.22 (2H, q, J = 7.0Hz). 5.12 (2H. s). 6.92 

(1H d J = 8.4Hz). 7.44 (IH. s). 7.54 (IH. dd. J = 2.1Hz. 8.4Hz). 7.60 ( H. d 
J = 2.1H2). 8.13 (1H.d.J = 2.4Hz). 8.37 (1H.d.J=2.4Hz). 

NMR'"*: compound of Example 483 

'H-NMR (CDCl3)5: 1.50 (3H. t. J = 7.0Hz), 1.52 (3H, t, J = 7.0Hz), 2.41 (IH, t, J = 6.6Hz) 401 (3H s) 
4.16 (2H, q. J = 7.0Hz). 4.23 (2H, q, J = 7.0Hz), 4.82 (2H, d, J = 6.6Hz , 6.93 (1 H d 
J = 8.4Hz), 7.34 (IH, s), 7.55 (IH, dd, J = 2.0Hz, 8.4Hz), 7.60 (IH. d. J = 2.0H2)' 
8.10 (1H,d,J=2.3Hz). 8.40 (1H.d.J = 2.3Hz). 11.38 (1H.S). 
NMR^s). compound of Example 485 

'H-NMR (CDCl3)a: 1.49 (3H, t. J = 7.0Hz), 1.51 (3H, t. J = 7.0Hz), 3.58 (3H, s). 3.95 (3H. s). 4.15 (2H 

?; ^" ' = <2H. s). 5.43 (IH. dd. J = 1.1Hz: 

11.1Hz), 5,89 (IH. dd. J = 1.1 Hz. 17.7H2). 6.92 (IH. d. J=8.4Hz). 7.17 (IH dd 
J = 11.1H2. 17.1Hz). 7.43 (IH, s). 7.54 (IH. dd. J = 2.1Hz. 8.4Hz). 7.61 (IH d" 
J = 2.1 Hz). 8.27 (2H. d. J = 1 .3H2). ^^n. a. 
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NMR^®>: compound of Example 486 

^H-NMR (CDCl3)5: 1.49 (3H. t. J=7.0H2). 1.51 (3H, t. J=7.0Hz), 3.58 (3H, s), 3.59 (3H. s), 4.15 (2H. 

q, J = 7.0Hz), 4.22 (2H. q, J = 7.0Hz). 5.10 (2H. s), 5.43 (IN, dd. J = 1.1 Hz, 
11.1Hz), 5.51 (2H, s), 5.89 (1H, dd. J = 1.1 Hz, 17.7Hz), 6.92 (1H, d. J=8.4Hz), 
7.18 (1H. dd. J = 11.1 Hz, 17.7H2). 7.43 (1H, s), 7.54 (1H. dd, J =2.1 Hz, 8.4H2), 
7.61 (1 H. d. J = 2.1 Hz). 8.29 (2H. d. J = 1 .3Hz). 

compound of Example 493 

^H-NMR (DMSO-d6)a: 1.35 (3H, t. J = 6.9H2), 1.37 (3H, t, J = 6.9H2), 2.72 (3H, s), 4.11 (4H, m), 7.09 

(IN, d, J = 9.0Hz), 7.57 (1H. dd, J = 2.2Hz, 9.0Hz). 7.60 (1H, d, J = 2.2Hz). 7.89 
(1H. brs), 8.22 (IH, brs), 8.44 (1H. s), 8.70 (1H, d. J = 2.0Hz). 9.27 {1H, d. 
J = 2.0Hz). 

NMR^®>: compound of Example 497 

iH-NMR (CDCI3) 6: 0.24 (6H, s), 1.03 (9H, s). 1.49 (3H. t, J = 7.0Hz), 1.51 (3H, t, J=7.0Hz), 3.91 (3H. 

s), 4.15 (2H, q, J = 7.0Hz). 4.22 (2H. q, J=7.0H2), 6.91 (IH. d. J = 8.3H2), 6.95 
(IH. d, J = 8.5Hz), 7.34 (IH, s). 7.51 (IH. dd, J = 2.0Hz, 8-3Hz). 7.62 (IH, d, 
J = 2.OH2). 8.03 (1 H. dd. J = 2.4Hz. 8.5Hz), 8.34 (1 H, d, J = 2.4Hz). 

NMR^®^: compound of Example 500 

iH-NMR (CDCl3)5: 1.49 (3H. t. J = 7.0Hz). 1.51 (3H. t. J = 7.0Hz), 2.91 (6H, s), 3.94 (3H, s), 4.15 (2H. 

q, J = 7.0Hz), 4.22 (2H, q. J=7.0H2), 6.91 {1H, d, J = 8.4Hz), 6.99 (IH. d. 
J=8.8Hz), 7.28 (IH, s). 7.52 (1H. dd, J = 2.0Hz, 8.4Hz). 7.62 (IH. d. J = 2.0H2). 
7.97 (1H, dd, J = 2.2Hz, 8.8Hz). 8.25 (IH. d. J=2.2H2). 

NMR80). compound of Example 507 

^H-NMR (CDCI3) 6: 1.49 (3H, t. J = 7.0H2), 1.51 (3H, t. J = 6.9H2). 2.63 (3H, s), 4.10-4.27 (4H, m), 6.89 
(IH. d, J = 8.4H2). 7.48 (IH. dd. J = 2.1 Hz. 8.4Hz). 7.59-7.64 (3H. m). 7.74 (IH, s). 
8.53 (IH, d, J = 5.2H2). 

NMR^^>: compound of Example 508 

^H-NMR (CDCl3)5: 1.45 (3H. t J = 7.0Hz), 1.49 (3H, t, J = 7.0Hz), 4.09 (2H, q, J = 7.0Hz), 4.17 (2H, q, 
J = 7.0Hz), 6.89 (1H, d, J = 8.4Hz), 7.25-7.32 (IH, m). 7.42-7.46 (2H. m). 7.49 (IH, 
dd, J = 2.2Hz, 8.4Hz), 7.61 (IH, d, J = 2.2Hz). 7.81 (IH, s). 8.08-8.15 (3H, m). 8.57 
(IH. dd. J = 0.6Hz, 5.OH2). 9.20 (1H. dd, J = 0.6Hz. 1.5Hz). 12.11 (IH. brs). 

NMR*2>: compound of Example 509 

^H-NMR (CDCI3) 5: 1.47 (3H. t. J = 7.0Hz), 1.50 (3H. t, J = 7.0Hz), 3.81 (3H, s), 4.10-4.24 (4H. m). 6.93 
(IH, d, J = 8.4Hz). 7.46-7.55 (3H, m), 8.00 (IH, dd. J = 1.6H2. 7.8Hz), 8.21 (IH. s). 
8.74-8.76 (IH. m). 

Example 521 

The following compounds were obtained in tiie same procedures as in Examples 1 and 147, by using 
respective starting materials. 

□ 5-Ethoxycarbonyl-2-(a-bromoacetyl)pyra2ine and 3,4-diethoxythioben2amlde were subjected to the 
same reaction as in Example 1 and then to the same hydrolysis as in Example 147 to obtain 2-(3,4- 
diethoxyphenyl)-4-(5-carboxy-2-pyrazyl)thiazole. 

□ 4-Ethoxycarbonyl-2-(a-bromoacetyl)pyrrmidine and 3.4-diethoxythiobenzamide were subjected to the 
same reaction as in Example 1 and then to the same hydrolysis as in Example 147 to obtain 2-(3,4- 
diethoxyphenyl)-4-(4-carboxy-2-pyrimidyl)thiazole. 
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10 



16 



20 



25 



Lrn^ .?J?t ^ t "^""^"^'^P^ ^"^ 3.4-diethoxythiobenzamide were subjected to the 

same reaction as m Example 1 and then to the same hydrolysis as in Example 147 to Sn ^(^t 
diethoxyphenyl)-4-(5-carboxy-2-pyrlmldyl)thia2ole ^ ' 

□ 6-Ethoxycarbonyl-2-(a-bromoacetyl)pyrazine and 3,4-diethoxythlobenzamide were subjected to the 

dfeThn H ".w I ^r*"" ' ^"^ *° ^^'"^ Example 147 to obtain t^Z 

diethoxyphenyl)-4-(6-carboxy-2-pyrazyl)thla2ole ^ 

□ 4.Ethoxycarbony|.2-(a-bromoacetyl)pyrrole and 3.4- diethoxythiobenzamlde were subjected to the 
sanne reaction as .n Example 1 and then to the same hydrolysis as in Example 147 to Sain 2.(3 1 
diethoxyphenyl)-4-(4-carboxy-2-pyrrolyl)thiazole ^ ' 

° ^:flJ°'^y^^'''^°"y'-2-(-bromoacetyl)furan and 3.4- diethoxythiobenzamide were subjected to the same 

"".^^TV '"^ *° ^^"^^ - Ex-">P'« 147 to obtain 

diethoxyphenyl)-4-(4-carboxy-2-furyl)thiazole. ^ ' 

° and 3,4- diethoxythiobenzamide were subjected to the same 

react,on as m Example 1 and then to the same hydrolysis as in Example 147 to obtai72!r3 4! 
diethoxyphenylH-(5-carboxy-3-furyl)thiazole. M« i^/ to ODtain ^(3,4- 

□ 4.Ethoxycarbonyl-2.(a.bromoacetyl)thiophene and 3.4^iethoxythioben2amide were subjected to the 

diethoxyphenyl)-4.(4-carboxy.3-thienyl)thia2ole. ^ ' 

n 5.Ethoxycarbony|.3-(a-bromoacetyl)thiophene and 3.4-diethoxythioben2amlde were subjected to the 

diethoxyphenylH-(5-carboxy-3-thlenyl)thia2ole ^ ' 

° and 3.4-diethoxythiobenzamide were subjected to the 

dfln h .fl Z ^T^'" ' ^^'"^ ^y^^^'y^'^ Example 147 to obSki 2.(3 ^ 

diethoxyphenyIH-(5-carboxy-2-thia2olyl)thiazole. m / lo ooiain ^ 

Preparation Example 1 



30 



35 



2-(3.4-Dimethoxyphenyf)-4-(3,4-dihydroxycarbostyri|.6-yl)thiazole 
Starch 

Magnesium stearate 
Lactose 



Total 



5 mg 
132 mg 
18 mg 
45 mg 



200 mg 



ordinary methS' components in the above amounts were produced according to an 



40 



Preparation Example 2 



45 



50 



65 



2-{3.4-Dimethoxyphenyl)-4-(2-oxoben2oxazol-5-yl)thla2ole 
Polyethylene glycol (m.w.: 4000) 
Sodium chloride 

Polyoxyethylene sorbitan monoleate 

Sodium metabisulfite 

Methylparaben 

Propylparaben 

Distilled water for injection 



500 mg 
0.3 g 
0.9 g 
0.4 g 
0.1 g 
0.18 g 
0.02 g 
100 ml 



wateltitrstXltlo-?"^.'"^?';-'"^ d'sti'l-d 
waier witn sttrnng at 80 C. The solution was cooled to 40 'C. Therein were di^<:;nivfiH tho r^r-=.c^^+ 

wJnr„!f ,K, t ""^ "> • '^«'^ The resulUno solulton 
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Pharmacological Tests 

The pharmacological tests for present compounds were conducted according to the following methods. 
(1) Activity for inhibiting the generation of superoxide radical {02~) in human neutrophilic leukocytes 

Human neutrophilic leukocytes were prepared in accordance with the method of M. Markert et al. 
(Methods in Enzymology, vol. 105; pp. 358-365, 1984). That is, a whole blood obtained from a healthy adult 
and treated by anticoagulation method was subjected to a dextranhypotonic treatment to obtain leukocyte 
cells. The leukocyte cells were then subjected to a density gradient ultracentrifugation by Ficoll-Paque to 
obtain a neutrophilic leukocyte fraction. 

O2" generation was examined by the ferricytochrome C method in accordance with the method of B.N. 
Cronstein et al. [Journal of Experimental IN^edicine, vol. 158, pp. 1160-1177 (1983)]. That is, 1x10"^ cell of 
neutrophilic leukocytes were stimulated with 3x10~''M of N-formyl-L-methionyl-L-leucyl-L-phenylalanine 
(FMLP) at 37 'C in the presence of 1.3 mg/ml of ferricytochrome C and 5 ug/ml of cytochalasin B in a 
Hepes-buffered Hank's solution (pH 7.4); the amount of ferrocytochrome C formed by 4 minutes of 
reduction was determined by measuing an absorbance at a wavelength of 550 nm using a spec- 
trophotometer; an absorbance in the presence of 25.1 ug/ml of superoxide dismutase (SOD) was also 
measured; the difference of the two absorbances was taken as the amount of superoxide radical (Oa"") 
generated. Each test compound was dissolved in dimethyl sulfoxide (DMSO); the solution was added to 
neutrophilic leukocytes before the addition of FMLP; then, the neutrophilic leukocytes were pre-incubated at 
37' C. By using the amount of superoxide radical (02~) generated when the test compound solution was 
added and the amount of superoxide radical (02") generated when only the solvent (DMSO) was added, a 
ratio of inhibition (%) was calculated, and the activity for inhibiting superoxide radical (02~) generation was 
expressed as 50% inhibitory concentration (ICso). 

Test compounds 

1. 2-(3-Pyridyl)-4-phenylthia20le-l'4 ferrous chloride salt 

2. 2-(3,4-Dimethoxyphenyl)-4-phenyllhia20le 

3. 2,4-Di(3-pyridyl)thiazole 

4. 2-(3-Pyridyl)-4-methyl-5-ethoxycarbonylthia20le hydrochloride 

5. 2-(2.4-Dimethoxyphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thiazole 

6. 2-(2-Pyridon-3-yl)-4-phenyllhia20le 

7. 2-(3,4-Dimethoxyphenyl)-4-(3 4-dihydrocarbostyril-6-yf)thiazole 

8. 2-(3,4-Dimethoxyphenyl>-4-(3.4-dihydroxyphenyl)thiazole hydrochloride 

9. 2-(4-Pyridyl)-4-(3,4-dihydroxyphenyl)thia20le hydrochloride 

10. 2-(3-Thienyl)-4-(3.4-dihydroxyphenyl)thiazole 

11. 2-(2-Thienyl)-4-{3.4-dihydroxyphenyl)thiazole 

1 2. 2-(4-Oxo-1 ,4-dihydroquinolin-3-y lh4-(3,4-dihydroxy-pheny l)thia2ole 

1 3. 2-(Pyrazin-2-yl)-4-(3.4-dihydroxyphenyl)thia20le 

1 4. 2-(3,4-Dihydroxyphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thia20le hydrobromide 

1 5. 2-(Carbostyril-3-yl)-4-(3.4-dihydroxyphenyl)thia2ole 

1 6. 2-(Pyrrol-2-yl)-4-(3,4-dihydroxypheny l)lhiazole 

17. 2-(3.4-Dimethoxyphenyl)-4-(4-methyl-2H-1,4-benzothiazin-3(4H)-on-6-yl)thiazole 

18. 2-(3,4-Dimethoxyphenyl)-4-(3-hydroxy-4-pentyloxyphenyl)-thiazole • 

1 9. 2-(3,4-Dimethoxyphenyl)-4-(4-methy Isulfony Iphenyl)thia20le 

20. 2-Phenyl-4-(3,4-dihydroxyphenyl)thiazole hydrochloride 

21 . 2-(3,4,5-Trimethoxyphenyl)-4-(3.4-dihydroxyphenyl)thia20le hydrochloride 

22. 2-(3,4-Methylenedioxyphenyl)-4-(3.4-dihydroxyphenyl)-thia2ole 

23. 2-(3,4-Dimethoxyphenyl)-4-(cart>ostyril-6-yl)thiazole 

24. 2-(3,4-DimethoxyphenyI)-4-(7-hydroxy-3,4-dihydrocarbo-styhl-6-yl)thiazole 

25. 2-(3,4-Dimethoxyphenyl)-4-(2-oxyindol-5-yl)thiazole 

26. 2-(3,4-Dihydrocarbostyril-6-yl)-4-(3.4-dihydroxyphenyl)-thia2ole hydrochloride 

27. 2-(3,4-Dimethoxyphenyl)-4-(3-oxo-3.4-dihydro-2H-1,4-benzoxazin-6-yl)thia20le 

28. 2-(3,4-Dimethoxyphenyl)-4-(3.4-dihydro-2H-1 ,4-benzoxa2in-6-yl)thla20le hydrochloride 

29. 2-(3,4-Dimethoxyphenyl)-4-(2-oxobenzimidazoI-5-yl)thiazole 

30. 2-(3,4-Dimethoxyphenyl)-4-(3-oxo-4-methyl-3,4-dihydro-2H-1,4-benzoxazin-6-yl)thia2ole 
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31 . 2-(3,4-Dimethoxyphenyl)-4-(lO-acetylphenothiazin-2-y()thiazole 

32. 2,4-Di(3,4-dimethoxyphenyl)thia20le 

33. 2-(3,4-Dimethoxyphenyl)-4-(3-acetylamino-4-hydroxyphenyl)-thia2ole 

34. 2-(3,4-Dinnethoxyphenyl)-4-(3,4-ciihydrocarbostyril-7-yl)thiazole 

35. 2-(3,4-Dimethoxyphenyl)-4-(2-oxobenzothiazol-6-yl)thiazole 

36. 2-(3,4-Dimethoxyphenyl)-4-(2-oxoben20xa2ol-5-yl)thiazole 
o!^''^'^'"'®**^°''^'^^®"^'^"'*"^^'^'"'"°"^^y^^°'<yP^®"y')*'i'azole dihydrochlorid© 

38. 2-(3.4-Dimethoxyphenyl)-4-(1-methyl-3,4-dihydrocarbo-styril-7-yl)thia2ole 

39. 2-(3,4-Dimethoxyphenyl)-4-(3,5-dihydroxyphenyl)thiazole 

40. 2-(3,4-Dimethoxyphenyl)-4-(2,5-dihydroxyphenyl)thiazole 

41 . 2-(3,4-Dinnethoxyphenyl)-4-(2,6-dihydroxyphenyl)thia2ole 

42. 2-(3.4-Dimethoxyphenyl)-4-(2-oxo-3-methylben20thiazol-6-yl)thia2ole 

43. 2-(3,4-Dimethoxyphenyl)-4-(3-nitro-4-acetylaminophenyl)thia2ole 

44. 2-(3.4-Dimethoxyphonyl)-4-(1,3-dimethyl-2-oxob©n2imida2ol-5-yl)thia2ole 

45. 2-(3,4-Dimethoxyphenyl)-4-(2,4-dihydroxyphenyl)thiazole 

46. 2-(3,4-Dimethoxyphenyl)-4-(3-nitro-4-chlorophenyl)thia2ole 

47. 2-(3,4-Dimethoxyphenyl)-5-(3,4-dihydrocarbostyril-6-yl)thia20le 

48. 2-(3.4-Dimethoxyph©nyl)-4-(3.4-diacetylaminophenyl)thia20l© 

49. 2-(3,4-Dimethoxyphenyl)-4-(2-oxo-3-methylben2oxa2ol-5-yl)thia20le 

50. 2-(3.4-Dimethoxyph©nyl)-4-(3-nitrophenyl)thiazole 

51 . 2-(3,4-Dimethoxypheny1 )-4-(3,5-diamino-4-hydroxyphenyl)thia20le 

52. 2-(3,4-Dimethoxyphenyl)-4-(3,5-dinitro-4-hydroxyphenyl)thia2ole 

53. 2-(3-Methoxy-4-methylthiophenyl)-4-(3.4-dihydrocarbo-styril-6-yl)thia20le 

54. 2-(3-Methoxy-4-methylsulfinylphenyl)-4-(3.4-dihydrocarbo-styril-6-yl)thia2ole 

55. 2-(3.4-Dimethoxyphenyl)-4-(2-oxoben20xa2ol-6-yl)thiazole 

56. 2-(3-Pyridyl)-4-(4-fluorophenyl)thiazole-1/3 FeCb salt 

II' o\o'!'^''"®'^°''^''''®"y'^"'*"<^'^-*°''°-1-2-3'4-tetrahydro-quinoxalin-6-yl)* 

58. 2-(3,4-Dimethoxyben2oyl)-4-(3,4-dihydrocarbostyril-6-yl)thiazol© 

59. 2-(3,4-Diethoxyphenyl)-4-(3.4-dihydrocarbostyril-6-yl)thiazole 

60. 2-(3,4-Dimethoxyphenyl)-4-(2-pyridyl)thiazole hydrochloride 

61 . 4-(3.5-Dihydroxyphenyl)-2-(3.4-diethoxyphenyl)thiazole 

62. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3,4-dlethoxyphenyl)thla2ol© 

63. 4-(4-Hydroxysulfonyloxyphenyl)-2-{3,4-dimethoxyph©nyl)thiazole 

64. 4-(4-Hydroxyphenyl)-2-(3.4-diethoxyphenyl)thia2ole 

65. 4-(3-Acetylamino-4-hydroxyphenyl)-2-(3.4-dlethoxyphenyl)thiazole 

66. 4-(4-Hydroxy-3-aminophenyl)-2-(3,4-diethoxyphenyl)thla20le dihydrochlorid© 

67. 4-(4-Cyanophenyl)-2-(3.4-diethoxyph©nyl)thia2ol© 

68. 4-(3.4-Dihydrocarbostyril-6-yl)-2-(4-methoxy-3-propoxy-phenyl)thiazole 

69. 4-(4-Amidinophenyl)-2-(3,4-diethoxyphenyl)thiazole hydrochloride 

70. 4-(2,4.6-Trihydroxyphenyl)-2-(3,4-dimethoxyphenyl)thia2ole 

71 . 4-(3,5-Diaminophenyl)-2-(3,4-dim©thoxyphenyl)thia2ole dihydrochloride 

72. 4-(4-Aminophenyl)-2-(3,4-diethoxyphenyl)thia2ole hydrochlorid© 
S"^fyr/'^''°''^"''"^^''^''^'"'^*^°''yP''®"y')"'®*^y'>2-(3,4-dlethoxyphenyl)thia2ole 

75. 4-(4-chlorophenyl)-2-(3,4-dlethoxyphenyl)thia2ole 

76. 4-(3,4-Diac©tyloxyphenyl)-2-(3-pyridyl)thiazol© 

Z' off/'r,^S"^^''*"'^''"®*^°^yP''®"y'>*'''^°'-^y'JP^®"y'-'3-D-g'"Copyranosldouronate 

79. 4-(3.5-Diacetyloxyphenyl)-2-(3,4-diethoxyph©nyl)thia20le 

80. 4-(4-Hydroxy-3-methoxycarbonylph©nyl)-2-(3,4-di©thoxyph©nyl)thiazole 

82. 4-(4-Hydroxy-3-carbamoylpheny()-2-(3.4-di©thoxyphenyl)thia2ole 

83. 4-(3-Carboxy-4-hydroxy-5-allylphenyl)-2-(3,4-diethoxyphenyl)thia20l© 

85. 4-(3-Carboxy-4-hydroxy-5-m©thylphenyl)-2-{3,4-dl©thoxyph©nyl)thia2ole 

86. 4-(3-Methoxycarbonyl-4-hydroxyph©nyl)-2-(3-methoxy-4^thoxyphenyl)thia2ol© 

87. 4-(3-Carboxyphenyl)-2-(3,4-di©thoxyph©nyl)thia2ole 

88. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3-m©thoxy-4-©thoxyphenyl>thiazole 
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89. 4-(3-Amino-4-hydroxy-5-methoxycarbonylphenyI)-2-(3,4-diethoxyphenyl)thlazole 

90. 4-(3-Carboxy-4-hydroxy-5-propylphenyl)-2-(3,4-diethoxyphenyl)thiazole 

91 . 4-(3-Carboxy-6-hydroxyphenyl)-2-(3,4-diethoxyphenyl)thiazole 

92. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3-ethoxy-4-methoxyphenyl)thia2ole 

93. 4-(3-Carboxy-4-hydroxy-5-isobutylphenyl)-2-(3.4-di©thoxyphenyl)thiazole 

94. 3-{3-Carboxy-4-hydroxy-5-(2-hydroxyethyl)phenyl}-2-(3,4-dlethoxyphenyl)thiazole 

95. 4-(3-Carboxy-4-amino-6-hydroxyphenyl)-2-(3,4-diethoxyphenyl)thiazole 

96. 4-(3-Carboxy-4-aminophenyl)-2-(3,4-diethoxyphenyl)thlazole 

97. 4-(3-Carboxy-4-acetyloxyphenyl)-2-(3,4-diethoxyphenyl)-2-(3,4-dlethoxyph0nyl)thiazole 

98. 4-(3-Ethyl-4-hydroxyphenyl)-2-(3,4-Diethoxyphenyl)thia2ole 

99. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3,4-diethoxyphenyl)-5-methylthiazole 

100. 4-(3-Carboxy-4,6-dihydroxyphenyl)-2-(3,4-<Jlethoxyphenyl)thlazole 

1 01 . 4-(3-Methoxycarbonyl-5-nitro-6-hydroxyphenyl)-2-(3,4-dlethoxyphenyl)th}a2ole 

102. 4-(3-Methoxycarbonyl-5-amino-6-hydroxyphenyl)-2-(3,4-diethoxyphenyl)thiazole 

103. 4-(3-Carboxy-5-allyl-6-hydroxyphenyl)-2-(3,4-diethoxy-phenyl)thia2ole 

104. 4-(3-Carboxy-6-hydroxyphenyl)-2-(3-ethoxy-4-methoxy-phenyl)thiazole 

105. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3,4-dimethoxyphenyl)thia20le (a compound mentioned in Exam- 
ple 3 of Japanese Patent Publication No. 15935/1971) 

108- 4-(3-Carboxy-4-hydroxyphenyl)-2-phenylthla2ole (a compound mentioned in Example 2 of Japanese 
Patent Publication No. 15935/1971) 

107. 4-(3-Carboxy-4-methoxyphenyl)-2-phenylthia2ole (a compound mentioned in Example 4 of Japanese 
Patent Publication No. 15935/1971) 

108. 4-(3-Carboxy-4-methoxyphenyl)-2-benzylthia2ole (a compound mentioned in Example 9 of Japanese 
Patent Publication No. 15935/1971) 

1 09. 4-(3-Carboxyphenyl)-2-(4-chlorophenyl)thiazole (a compound included in Japanese Patent Publica- 
tion No. 15935/1971) 

110. 4-(3-Carboxy-5-hydroxyphenyl)-2-(3,4-diethoxyphenyl)thiazole (a compound included in Japanese 
Patent Publication No. 15935/1971) 

111. 4-(3-Carboxy-4-hydroxyphenyl)-2-(3.4-dibutoxyphenyl)thiazole (a compound included in Japanese 
Patent Publication No. 15935/1971) 

112. 4-(3-Carboxy-6-methoxyphenyl)-2-(3,4-diethoxyphenyl)thiazole (a compound included in Japanese 
Patent Publication No. 15935/1971) 

113. 4-(2-Hydroxy-3-amino-5-carboxyphenyO-2-(3,4-diethoxy-phenyl)thia20le hydrochloride 

114. 4-(2-Hydroxy-3-propyl-5-carboxyphenyl)-2-(3,4-diethoxy-phenyl)thia2ole 

115. 4-(6-Carboxy-2-pyridyl)-2-(3,4-diethoxyphenyl)thia20le 

116. 2-(3,4-Diethoxyphenyl)-4-phenylthiazole 

117. 2-(3,4-Dlethoxypheny1 )-4-{3-methoxycarbonyl-4-[2-(1 -piperidinyl)ethylamino]phenyl}thiazole 
dihydrochloride 

1 1 8. 2-(3,4-Diethoxyphenyl)-4-[4-hydroxy-3-(2-dimethylaminoethoxycarbonyl)pheny Ijthiazole trihydroch- 
loride 

119. 2-(3,4-Diethoxyphenyl)-4-(2-carboxy-5-pyrrolyl)thia2ole 

120. 2-(3,4-Diethoxyphenyl)-4-(4-hydroxy-3-n-nonyloxycarbonylphenyl)thia2ole 

1 21 . 2-(3,4-Diethoxypheny l)-4-(2-methoxycarbony l-5-fury l)thiazole 

1 22. 2-(3,4-Diethoxyphenyl)-4-(2-carboxy-5-f uryl)thia20le 

123. 2-(3,4-Diethoxyphenyl)-4-(2-dimethylaminocarbonyl-6-pyridyl)thiazole 

1 24. 2-(3,4-Diethoxypheny l)-4-(2-acetyl-1 -pyrrolyl)methylthiazole 

125. 2-(3,4-Diethoxyphenyl)-4-(3-carboxy-4-methoxyphenyl)thia20le 

126. 2-(3,4-Diethoxyphenyl)-4-(3-carboxy-4-hydroxy-5-ethylphenyI)thlazole 

127. 2-(3,4-Diethoxyphenyl)-4-(2-hydroxymethyl-6-pyrrolidyl)thiazole 

128. 2-(3.4-Diethoxyphenyl)-4-[2-(4-methyl-l-piperazinyl)carbonyl)-6-pyridyl]thiazole 

1 29. 2-(3,4-Diethoxyphenyl)-4-(2-carboxy-5-thienyl)thia2oIe 

130. 2-(3,4-Dlethoxyphenyl)-4-(2-methyl-7-carboxy-5-benzofuryI)thiazole 

1 31 . 2-(3,4-Diethoxyphenyl)-4-(4-ethoxycarbonyl-2-thiazolyl)thjazole 

1 32. 2-(3,4-Diethoxypheny l)-4-(4-carboxy-2-thia2olyl)thia2ole 

133. 2-(3,4-Diethoxyphenyl)-4-(4-hydroxy-3-hydroxymethylphenyl)thiazole 

1 34. 2-(3,4-Diethoxypheny l)-4-(4-ethoxy-3-carboxyphenyl)thia20le 

1 35. 2-(3,4-Diethoxypheny l)-4-(3-carboxy-5-pyridyl)thiazole hydrochloride 

136. 2-(3.4-Diethoxyphenyl)-4-(3-n-butoxycarbonyl-4-n-butoxyph©nyl)thia20le 
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] II' ^!^'^'°'®*'^°''yP'^®"y ')-*-<3-carboxy-4-n-butoxyphenyl)thia20le 

I :l' f ^^"'^'®*^°^yP'^^"y'H-(2-methyl-3-carboxy-5-pyridyl)thia20le 

1 43. 2-(3.4-Diethoxy phenyl)-4-(3-carboxy-6-pyridy l)thiazole 

144. 2-(3.4-Diethoxyphenyl)-4-(2-carboxy-5-pyridyl)thia20le 

12' p;^?-^^:^*I^°^^P!:^"y'>-^-(3-'^^^b°'^y-4-hydroxy-5-bromophenyl)thia2ote 

fS'^"^.' u°''^''^^"y'^"^"<^"''^'''°''y^-*'^®t^^yl^^'"op'^e"y')thiazole 
147.2-(3,4-Diethoxyphenyl)-4-(3-carboxy-4-hydroxy-5-vinylphenyl)thiazole 

oresl^r^^ T f ^^^'^ t*^^ of the comparative 

present compounds (test compound Nos. 62. 87. 88, 91. 92 and 104) and prior art comouLs 
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Table 15 



Test compound 
(NO.) 


ICso 
(UM) 


Test compound 
(NO.) 


IC50 
(UM) 


1 


1 


21 


0.5 


2 


0.08 


22 


0.3 


3 


1 


23 


0.4 


4 


0.5 


24 


0.3 


5 


0.3 


25 


1 


6 


0.7 


26 


0.8 


7 


0.3 


27 


1 


8 


0.05 


28 


1 


9 


0.5 


29 


0.07 


10 


0.4 


30 


0.05 


11 


0.3 


31 


0.1 


12 


1 


32 


0.08 


13 


0.4 


33 


0.04 


14 


1 


34 


1 


15 


0.3 


35 


0.05 


16 


0.5 


36 


0.03 


17 


0.3 


37 


0.07 


18 


1 


38 


0.5 


19 


0.5 


39 


0.01 


20 


0.4 


40 


0.03 
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Table 15 (continued) 



5 


Test compound 
(No.) 


IC50 
(yM) 


Test compound 
(No. ) 


(MM) 




1 


0.2 


61 


0. 003 


10 


I 42 


0.08 


62 


0.01 




1 


0.4 


63 


0.03 


IS 


1 44 


0.04 


64 


0.04 




1 ^5 


0.3 


65 


0.06 




1 


1 


66 


0. 06 


20 




1 


67 


0.07 




48 


1 


68 


0.08 


25 


49 


0.07 


69 


0.1 




50 


0.4 


70 


0.2 


30 


51 


0.03 


71 


0.2 




52 


0.2 


72 


0.2 




53 


0.4 


73 


0.2 


35 \ 


54 


0.8 


74 


0.3 




55 


0. 07 


75 


0.6 


40 1 




1 


76 


0.6 




57 


0.3 


77 


0.8 


45 L 


58 


1.0 


78 


1 




59 


0.08 


79 


0.0013 


SO 


60 


0.05 


80 


0.01 



298 



EP 0 513 387 A1 



Table 15 (continued) 



Test compound 


ICso 


Test compound 


IC50 


(NO.) 


(MM) 


(NO.) 


(UM) 


81 


0.026 


95 


0.0087 


82 


0.06 


96 


0.023 


83 


0.04 


97 


0.1 


84 


0.02 


98 


0.083 


85 


0.08 


99 


0.72 


86 


0.033 


100 


0.048 


87 


0.0048 


101 


0.01 


88 


0.1 


102 


0.069 


89 


0.007 


103 


0.094 


90 


0.008 


104 


0.034 


91 


0.023 


113 


0,025 


82 


0.02 


114 


0.1 


93 


0.012 


115 


0.08 


94 


0.18 
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Table 15 (continued) 



O 


Test compound 

\ NO - ) 


IC50 

(yM) 


Test compound 
(No.) 


IC50 
(MM) 




116 


0.37 


136 


0.13 




117 


0.46 


137 


0.11 


10 


llo 


0.56 


138 


0.14 




119 


0. 024 


139 


0.1 


16 


ion 
X z u 


0 . 49 


140 


0.0047 




^ ^ X 


0 • 038 


141 


0.094 




122 

^ «F 4& 


0 . 019 


142 


0.12 


20 


123 


n "30 
u • 00 


143 


0.27 




124 




144 


0.035 




1 2^ 


0 • 19 


145 


0.11 


25 


1 ?fi 

X ^ D 


0 • 014 


146 


0.11 




X Z / 


0 . 02 


147 


0.01 


30 


J. zo 


0. 58 








1 zy 


0. 082 








130 


0. 24 






35 


131 


0.19 








132 


0.05 








133 


0.0092 






40 


134 


0.13 






j 135 


0.035 







45 



50 



55 
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Table 16 



25 





Test connpound (No.) 


ICbo (IxM) 


Present compound 


62 


0.01 


87 


0.0048 


88 


0,1 


91 


0.023 


92 


0.02 


104 


0.034 


Prior art cx>nnpound 


105 


1.0 


106 


NE 


107 


NE 


108 


NE 


109 


NE 


110 


0.66 


111 


8.3 


112 


8.7 


NE: Abbreviation of "not effective" 



(2) Activity for inhibiting the generation of venticular arrhythmia in rat heart when the coronary artery was 
closed and then blood was reperfused 

There were used male rats of Spaque Dawley (SD) strain (7-10 week old, body weight: 250-350 g). 
Each test compound was administered at a dose of 33 ul/kg in a form dissolved in a physiological saline 
solution. Each rat was anesthesized with pentobarbital and thoracotomized under artifical respiration; the 
descending branch before left coronary artery was ligated with a piece of silk string for 10 minutes; then, 
the blood was reperfused and observation was made for 10 minutes. The incidence of venticular arrhythmia 
was examined using a standard four-legs secondary induced cardiograph. A test compound was intra- 
venously administered at a dose of 1 mg/kg 5 minutes before the ligature of the coronary artery. 

The results on the test compound-administered group and the physiological saline solution-administered 
group as a control are shown in Table 17. 

Table 17 



45 


Test compound 


Duration of ventricular fibrillation 


Motality (%) 






when blood reperfused (sec) 






No. 37 


16.6 


20 




Control group (physiological saline solution) 


89.9 


60 



50 



(3) Activity for inhibiting the renal disturbances appearing when kidney was in ischemia and then blood was 
reperfused 

55 In this test were used male rats of SD strain (body weight: about 250 g) which had been fasted for 18 
hours. Each test compound was administered at a dose of 1 ml/kg of body weight, in a 20% or 40% 
solution dissolved in DMF. The right kidney of each rat was enucleated; the artery blood circulation in the 
left kidney was shut down for 60 minutes; then, the blood was reperfused. Each test compound was 
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The results are shown in Table 18 



Table 18 



Test connpound 


24 hours 


48 hours 


Control (20% DMF) 

No. 8 
Control (40% DMF) 

No. 33 


3.64 ± 0.44 
2.21 ± 0.19 
3.30 ± 0.38 
2.63 ± 0.47 


3.37 ± 0.77 
2.04 ± 0.40 
3.37 ± 0.72 
1.76 ± 0.18 



20 



25 



30 



aneslhelizM «lm pantobarwrL ^ , 1.1*0 of body w.lsht. E«h rat was 

before lef, oorona," a",? CJf S a . Ofnch 

hou,a af,„ repe.,„r„;;. t :™:™cSi:Sef.Te"sS^^^^^^^ •™'»"^- ^ 

enized; and the acti vltv of rPK oont=.;r.^H ■ <i"esinesia, only the ischemrc area was homog- 



45 



35 


Table 19 




Activity of creatine phosphokinase in tissue (U/mq of protein) 




n 


Mean ± S.E. 


40 


Control group 

Test compound No. 62 


14.86 ± 0.89 
19.53 ± 1.56* 




n: Nunnber of tests 



P < 0.05 2-way ANOVA ANALYSIS (comparison with control g roup) 



60 



Claims 



1. A thiazole derivative represented by the general formula (A). 



65 
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S 



RA 



(A) 



RIA 



COOR3A 



R2A 



wherein R'^ represents a hydrogen atom or a hydroxyl group; R^^ and R^^ are each represents a 
methoxy group or an ethoxy group; R^^ represents a hydrogen atom or a lower alky I group; R"^ is 
bonded at the 4- or 6-position in the phenyl ring; R^^ and R^^ should not be methoxy groups 
simultaneously, or a salt thereof. 

A thiazole derivative represented by the general fomnula (B), 



{wherein R^^ represents a phenyl group which may have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring, a phenyl group having a lower alkylenedioxy group, a pyrldyl group which may have an 
0x0 group, a thienyl group, a carbostyril group, a pyrazyl group, a pyrrolyl group, a quinolyl group 
which may have an oxo group, or a 3,4-dihydrocarbostyryl group; R^^ represents a hydrogen atom; R^® 
represents a group of the formula, 



[R**^ represents an alkoxy group; a tri-lower alkyi group-substituted silyloxy group; a lower alkyi group; 
a hydroxyl group; a lower alkenyloxy group; a lower alkylthio group; a phenyl group which may have a 
group selected from the group consisting of a thiazolyl group having, as a substituent on the thiazolyl 
ring, a phenyl group which may have a lower alkoxy group on the phenyl ring, a carboxyl group and a 
hydroxyl group; a lower alkylsulfonyl group; a lower alkylsulfonyl group; a halogen atom; a nitro group; 
a group of the formula, 




(B) 





(wherein A represents a lower alkylene group or a group 



O 

II 

- C 
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OR21 
OR22 



II ^ 



0R21 
OR22 
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lower alkyi group or a carboxy-substftuted lower alkyi group, m represents 2}, or a salt thereof. 
A thiazole derivative represented by the general fornnuia (C), 

S 

(C) 

RIC 

[wherein R^^ represents a phenyl group which nnay have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring; R^^ represents a hydrogen atonn. R^^ represents a group of the formula, 

COOR4C 





(wherein R"*^ represents a hydrogen atom, a lower alkyi group, a phenyl-lower alkyi group or a lower 
alkoxy-substituted lower alkyi group: R^^ represents an amino group, a lower alkoxy group-substituted 
lower alkyi group, an alkyi group, a nitro group, a lower alkenyl group, a lower alkanoyi group, a lower 
alkenyl group having halogen atoms, a phenyl-lower alkoxy group, a halogen atom or a hydroxyl group- 
substituted lower alky! group; n represents 2)]. or a salt thereof. 



A thiazole derivative represented by the general formula. 
R2D 

(D) 



R3D 



I7a 



RID 



[wherein R^"^ represents a phenyl group which may have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring; R^^ represents a hydrogen atom; R^° represents a group of the formula. 




(wherein R^° represents a hydrogen atom or a lower alkyi group; R^^ represents an amino group, a 
lower alkoxycarbonyl-lower alkoxy group, a nitro group, a lower alkenyloxy group, a lower alkoxy- 
substituted lower alkoxy group, a mercapto group, a lower alkanoyloxy group, an aminocarbonylthio 
group which may have a lower alkyi group as a substituent, an aminothiocarbonyloxy group which may 
have a lower alkyi group as a substituent, a carboxy-substituted lower alkoxy group or a lower 
alkylsulfonyloxy group which may have a halogen atom)], or a salt thereof. 

A thiazole derivative represented by the general formula (E), 
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R2E 



R9 



(wherein A represents a lower alkylene group or a group 



O 
II 

- C -; 



alkanoyloxy group-substituted lower alkvi nm ,n , ^ ^ ^ '^y^''°'<y' Qroup- or lower 



n \ 



OR21 
0R22 
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5- to 1 5-menbered monocyclic, bicyclic or tricyclic hetrocyclic residual group having 1 to 2 hetero 
atoms selected from the group consisting of a nitrogen atom, an oxygen atom and sulfur atom [said 
heterocyclic residual group may have 1-3 groups substltuents selected from the group consisting of an 
0X0 group, an alkyi group, a benzoyl group, a lower alkanoyi group, a hydroxyl group, a ceirboxy group, 
a lower alkoxycarbonyl group, a lower alkylthio group, a group of the formula. 



^ R23 
" R24 



(A and 1 are the same as defined above; R^^ and R^*, which may be the same or different, and are 
each represents a hydrogen atom or a lower alkyI group, further R^^ and R^, as well as the adjacent 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may 
form a five- to six-membered saturated heterocyclic group; said five-to six-membered heterocyclic 
group may have a lower alkyI group as a substituent), a cyano group, a lower alkyI group having 
hydroxyl groups, a phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which 
may have a lower alkyI group as a substituent]; a lower alky! group; a lower alkoxycarbonyl-lower alkyI 
group; a lower alkoxycarbonyl group; a carbamoyl-lower alkyI group; a 2,3-dihydroindenyl group which 
may have an oxo group or/and a hydroxyl group as substituent(s); a phenyl-lower alkyI group which 
may have a lower alkoxy group as a substituent on the phenyl ring or may have a hydroxyl group as a 
substituent on the lower alkyI group; a benzoyl group which may have a lower alkoxy group as a 
substituent on the phenyl ring; a phenyl-lower alkenyl group which may have a lower alkoxy group as a 
substituent on the phenyl ring; a piperazinyl-lower alkyI group which may have a lower alkyI group on 
the piperazine ring; or an adamantyl group; R^^ represents a hydrogen atom; R^^ represents a 5- to 15- 
menbered monocyclic, bicyclic or tricyclic heterocyclic residual group having 1 to 2 hetero atoms 
selected from the group consisting of a nitrogen atom, an oxygen atom and a sulfur atom [said 
heterocyclic residual group may have 1 to 3 substituents selected from the group consisting of an oxo 
group, an alkyI group, a bensoly group, a lower alkanoyi group, a hydroxyl group, a carboxy group, a 
lower alkoxycarbonyl group, a lower alkylthio group, a group of the formula, 



R23 
R24 



(A is the same as defined above; R^^ and R^^, which may be the same or different, each represent a 
hydrogen atom or a lower alkyI group; further R^^ and R^* as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 
lower alkyl group as a substituent.), a cyano group, a lower alkyI group having hydroxy groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyl 
group as a substituent]}, or a salt thereof. 

A thiazole derivative represented by the general formula (F), 



(F) 



[wherein is the same as defined above; R^*" represents a hydrogen atom; R^*" represents a group of 
the formula, 




307 



EP 0 513 387 A1 



R8P 
R9P 



7. 



The thiazole derivative according to Claim 7. wherein R'b is a group of the formula. 



OH 



(wherein R« and m are the sao^e as defined above), or a salt thereof. 
10. The thiazole derivative according to Claim 8. wherein R'b is a group of the formula. 



OH 



-o: 



11 



(wherein R« and m are the same as defined above), or a salt thereof. 

The thiazole derivative according to Claim 7 or 8 whproin r3b =_ , > 
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II \ 



0R21 



II OR22 
O 



(R2^ and R^^ are the same as defined above), or a salt thereof. 

10 12. The thiazole derivative according to Claim 7 or 8, wherein R^^ is a phenyl group having a lower 
alkylenedioxy group; a lower alkyi group, a lower alkoxycarbonyl-lower alkyi group; a lower alkoxycar- 
bonyl group; a carbamoyl-lower alkyi group; a 2,3-dihydroindenyl group which may have an oxo group 
or/and a hydroxyl group as substituent(s); a phenyl-lower alkyi group which may have a lower alkoxy 
group as a substituent on the phenyl ring or may have a hydroxyl group as a substituent on the lower 

75 alkyi group; a benzoyl group which may have a lower alkoxy group as a substituent on the phenyl ring; 

a phenyl-lower alkenyl group which may have a lower alkoxy group as a substituent on the phenyl ring; 
a piperazinyl-lower alkyi group which may have a lower alkyi group as a substituent on the piperazine 
ring; or an adamantyl group, or a salt thereof. 

20 13. The thiazole derivative according to Claim 9 or 10. wherein R*^ is a hydroxyl group, a carboxy group, a 
lower alkenyl group or a lower alkyi group, or a salt thereof. 

14. The thiazole derivative according to Claim 9 or 10. wherein R^^ is an alkoxy group; a tri-lower alkyi 
group-substituted silyloxy group; a lower alkenyloxy group; a lower alkylthio group; a phenyl group 
25 which may have a group selected from the group consisting of a thiazolyl group having, as a 
substituent on the thiazolyl ring, a phenyl group which may have a lower alkoxy group on the phenyl 
ring, a carboxyl group and a hydroxyl group; a lower alkylsulfinyl group; a lower alkylsulfonyl group; a 
halogen atom; a nitro group; a group of the formula, 



30 

R9 

35 

(wherein A represents a lower alkyiene group or a group 

O 

II 

40 - C 



I represents 0 or 1; R^ and R^. which may be the same or different, are each a hydrogen atom, a 
lower alkyi group, a lower alkanoyi group, an amino-lower alkyi group which may have a lower alkyi 

45 group as a substituent, or a piperidinyl-lower alkyi group; further R^ and R^ as well as the adjacent 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may 
form a five- to six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkanoyi group or a lower alkyi group as a substituent); a lower 
alkanoyi group; a lower alkanoyloxy group; an alkoxycarbonyl group; a cyano group; a 

50 tetrahydropyranyloxy group which may have 1-4 substituents, selected from the group consisting of a 
hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower 
alkanoyloxy group-substituted lower alkyi group and a lower alkanoyloxy group; an amidino group; a 
hydroxysulfonyloxy group; a lower alkoxycarbonyl-substituted lower alkoxy group; a carboxy-substituted 
lower alkoxy group; a mercapto group; a lower alkoxy-substltuted lower alkoxy group; a lower alkyi 

55 group having hydroxyl groups; an aminocarbonylthio group which may have a lower alkyi group as a 

substituent; an aminocarbonylthio group which may have a lower alkyi group as a substituent; a lower 
alkanoyl-substituted lower alkyi group; an amino-lower alkoxycarbonyl group which may have a lower 
alkyi group as a substituent; a group of the formula, 
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II \ 



0R21 



^ OR22 



15. The thiazole derivative according to Clalrr, 3. wherein is a hydrogen atom, or a salt thereof. 

group or a lower alkoxy-substituted lower alkyi group, or a salt thereof. ^ 



17. 



[wherein A represents a lower alkylene group or a group 



R8 
R9 



O 
il 

- C -; 



aill.'^ ' alkoxycarbonyl group, a phenyl-lower alkoxy group, a hXy^grrp- or lo^^^^ 

alkanoyloxy group-substituted lower alkyI group and a lower alkanoyS^oxy group ^amT^no orouo I 
'oZTZT' ""' ' «"<°'<V-arbony.-substituted lower alko^ group'' a^aroxTsuSed 

orZhavlnnfr' ^ ""^'"^^^^ ^^^P' ' alkoxy-substituted lower aj; g^oTp a lowe aS 

?o3«t ^ ' ' ^"'^"y' ^" aminothiocarbonyloxy group which C iave a 

lower alkyI group as a substituent. an aminocarbonylthio group which mav have a loZ a.wTi I„ 
a subsftuent. a lower alkanoyl-substituted lower alkyl group. aLbo^y Tg-P 
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0R21 



OR22 



and R^^, which may be the same or different, each represent a hydrogen atom or a lower alkyi 
group), a phenyl-lower alkoxycarbonyl group, a lower alkynyl group, a lower alkoxycarbonyl-substituted 
lower alky I group, a carboxy-substituted lower alky I group, a lower alkoxycarbonyl-substituted lower 
alkenyl group, a carboxy-substituted lower alkenyl group, a lower alkylsaulfonyloxy group which may 
have a halogen atom, a lower alkoxy-substituted lower alkoxycarbonyl group, a lower alkenyl group 
having halogen atoms and a phenyl-lower alkoxy group; a phenyl group having a lower alkylenedioxy 
group, or a salt thereof. 

18. The thiazole derivative according to Claim 5, wherein RMs a 5- to 15-membered monocyclic, bicyclic 
or tricyclic hetrocyclic residual group having 1 to 2 hetero atoms selected from the group consisting of 
a nitrogen atom, an oxygen atom and a sulfur atom [said heterocyclic residual group may have 1 to 3 
substituents selected from the group consisting of an oxo group, an alky I group, a benzoyl group, a 
lower alkanoyi group, a hydroxy! group, a carboxy group, a lower alkoxycarbonyl group, a lower 
alkylthio group, a group of the formula. 



(A is the same as defined above; R^^ and R^* which may be the same or different, each represent a 
hydrogen atom or a lower alkyI group, further R^^ and R^* as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 
lower alkyI group as a substituent), a cyano group, a lower alkyI group having hydroxy groups, a 
phenylaminothlocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyI 
group as a substituent], or a salt thereof. 

19. The thiazole derivative according to Claim 5, wherein R^ is a lower alkyI group; a lower alkoxycarbonyl- 
lower alkyI group; a lower alkoxycarbonyl group; a carbamoyl-lower alkyI group; a 2,3-dihydroindenyl 
group which may have an oxo group or/and a hydroxyl group as substltuent(s); a phenyl-lower alkyI 
group which may have a lower alkoxy group as a substituent on the phenyl ring or may have a 
hydroxyl group as a substituent on the lower alky! group; a benzoyl group which may have a lower 
alkoxy group as a substituent on the phenyl ring; a phenyl-lower alkenyl group which may have a lower 
alkoxy group as a substituent on the phenyl ring; a piperazinyl-lower alkyI group which may have a 
lower alky I group on the piperazine ring; or an adamantyl group, or a salt thereof. 

20. The thiazole derivative according to Claim 17, wherein R' is a phenyl group which may have 1-3 alkoxy 
groups or/and hydroxyl groups, or a salt thereof. 

21. The thiazole derivative according to Claim 18. wherein the heterocyclic residual group is pyrrolidinyl, 
piperidinyl, piperazinyl, morpholino, pyridyl, 1 ,2,5,6-tetrahydropyridyl. thienyl, quinolyl, 1-4- 
dihydroquinolyl, benzothiazolyl, pyrazyl, pyrimidyl, - pyridazylthlenyl, pyrrolyl, carbostyryl, 3,4- 
dihydrocarbostyryl, 1,2,3,4-tetrahydroquinolyl, indolyl, isoindolyl, indolinyl, benzoimidazolyl, benzoox- 
azolyl, imidazolidinyl, isoquinolyl, quinazolidinyl, quinoxalinyl, cinnolinyl, phthalazinyl, carbazolyl, ac- 
rydinyl. chromanyl. isoindolinyl, isochromanyl, pyrazolyl, imidazolyl, pyrazolidinyl, phenothiazinyl, ben- 
zofuryl, 2,3-dihydrobenzo[b]furyl, benzothienyl, phenoxthiinyl, phenoxazinyl, 4H-chromenyl, 1H-in- 
dazolyl, phenazinyl, xanthenyl, thianthrenyl, isoindolinyl, 2-imidazolinyl, 2-pyrrolinyl, furyl, oxazolyl, 
isooxazolyl. thiazolyl. isothiazolyl, pyranyl, pyrazolidinyl, 2-pyrazolinyl, quinuclidinyl, 1 ,4-benzoxazinyl, 
3,4-dihydro-2H-1 .4-benzoxazinyl. 3.4-dihydro-2H-1 .4-benzothiaziny1 , 1 .4-ben20thiazinyl. 1 ,2.3.4- 
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tetrahydroquinoxalinyl, 1 .3-dithia-2.4^ihydronaphthalenyl. phenanthridinyl. i .4-dithianaphthalenyl 
diben2o[b.©]a2epin© or 6.1 1 -dihydro-5H-diben2o[b.e]azepine, or a salt thereof. 

22. The thiazole derivative according to Claim 20. wherein is a phenyl group which may have 1-3 lower 
alkoxy groups, or a salt thereof. 

23. The thiazole derivative according to Claim 22, wherein the heterocyclic residual group of R^^ is 
pyrrohdinyl, piperidinyl, piperazinyl, morpholino, pyridyl, 1 ,2,5.6-tetrahydropyridyl, thienyl. quinolyl 1-4- 
dihydroquinolyl, benzothlazolyl, pyrazyl, pyrimidyl, pyridazylthienyl. pyrrolyl, carbostyryl ' 3 4- 
dihydrocarbostyryl. 1.2.3,4-tetrahydroqulnolyl, indolyl, isolndolyl, indollnyl, benzolmldazolyl benzoox- 
azolyl, imidazolidinyl, isoquinolyl, quinazolidinyl, quinoxallnyl, cinnolinyl, phthalazinyl, carbazolyl ac- 
rydinyl, chromanyl, isoindolinyl. isochromanyl. pyrazolyl, imidazolyl, pyrazolidinyl, phenothiazinyl 'ben- 
zofuryl, 2,3-dihydroben2o[b]furyl, benzothienyl, phenoxthiinyl. phenoxazinyl. 4H-chromenyl IH-indazolyl 
phenazinyl. xanthenyl. thianthrenyl. isoindolinyl, 2-imidazolinyl, 2-pyrrolinyl, furyl. oxazolyl, isooxazolyl' 
^!^ /!: Py^nyl, pyrazolidmyl, 2-pyrazollnyl, quinuclidlnyl, 1 .4-benzoxazlnyl, 3.4-dihydro- 
2H-1 4-ben20xa2inyl. 3,4-dihydro-2H-1 ,4-ben20thia2lnyl, 1 ,4-benzothiazinyl, 1 ,2,3,4-tetrahydroquinox- 
almyl 1 ,3-d,th.a-2.4-dihydronaphthalenyl, phenanthridinyl. 1 ,4-dithianaphthal©nyl. diben2o[b.elazepine or 
6,1 l-dihydro-5H-dibenzo[b.e]a2epine, or a salt thereof. 



24. 



The thiazole derivative according to Claim 23. wherein the heterocyclic residual group is a pvridvl 
group, or a salt thereof. v h " yynuy, 



25. The thiazole derivative according to Claim 6. wherein R' is a phenyl group which may have 1 to 5 
substituents. on the phenyl ring, selected from the group consisting of an alkoxy group, a tri-lower alkyl 
group-substituted silyloxy group, a lower alkyl group, a hydroxyl group, a lower alkenyloxy group a 
tower alkylthio group, a phenyl group which may have a group selected from the group consisting of a 
thiazolyl group having, as a substituent on the thiazolyl ring, a phenyl group which may have a lower 
alkoxy group on the phenyl ring, a carboxyl group and a hydroxyl group, a lower alkylsulfinyl group a 
lower alkylsulfonyl group, a halogen atom, a nitro group, a group of the formula, 

R9 

[wherein A represents a lower alkylene group or a group 

O 
II 

- C 

t represents 0 orl; R« and R^. which may be the same or different, each represent a hydrogen atom 
a lower alkyl group, a lower alkanoyi group, an amino-lower alkyl group which may have a lower alkyl 
group as a substituent, or a piperidinyl-lower alkyl group, further Rs and R^ as well as the adjacent 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may 
form a five- to six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkanoyi group or a lower alkyl group as a substituent]- a lower 
alkanoyi group, a lower alkanoyloxy group, an alkoxycarbonyl group, a cyano group a 
tetrahydropyranyloxy group which may have 1-4 substituents, selected from the group consisting of a 
hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower 
alkanoyloxy group-substituted lower alkyl group and a lower alkanoyloxy group, an amidino group a 
hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower alkoxy group, a carboxy-substituted 
lower alkoxy group, a mercapto group, a lower alkoxy-substituted lower alkoxy group, a lower alkyl 
group having hydroxy groups, a lower alkenyl group, an aminothiocarbonyloxy group which may have a 
lower alkyl group as a substituent, an aminocarbonylthio group which may have a lower alkyl qrouo as 
a substituent. a lower alkanoyl-substituted lower alkyl group, a carboxy group, a group of the formula 
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OR21 



P 

II 



OR22 



(R2^ and R^, which may be the same or different, each represent a hydrogen atom or a lower alky) 
group), a phenyl-lower alkoxycarbonyl group, a lower alkynyl group, a lower alkoxycarbonyl-substituted 
lower alkyi group, a carboxy-substituted lower alkyi group, a lower alkoxycarbonyl-substituted lower 
alkenyl group, a carboxy-substituted lower alkenyl group, a lower alkylsulfonyloxy group which may 
have a halogen atom, a lower alkoxy-substituted lower alkoxycarbonyl group, a lower alkenyl group 
having halogen atoms and a phenyl-lower alkoxy group: a phenyl group having a lower alkylenedioxy 
group, or a salt thereof. 

26. The thiazole derivative according to Claim 6, wherein is a 5- to 15-membered monocyclic, bicyclic 
or tricyclic hetrocyclic residual group having 1 to 2 hetero atoms selected from the group consisting of 
a nitrogen atom, an oxygen atom and or 1-2 sulfur atoms [said heterocyclic residual group may have 1 
to 3 substituents selected from the group consisting of an oxo group, an alkyi group, a benzoyl group, a 
lower alkanoyi group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a lower 
alkylthio group, a group of the formula. 



(A is the same as defined above; R^^ and R^*, which may be the same or different, each represent a 
hydrogen atom or a lower alkyi group, further R^^ and R^* as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- or six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 
lower alkyi group as a substituent), a cyano group, a lower alkyi group having hydroxy groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyi 
group as a substituent], or a salt thereof. 

27. The thiazole derivative according to Claim 6, wherein R^ is a lower alkyi group; a lower alkoxycarbonyl- 
lower alkyi group; a lower alkoxycarbonyl group; a carbamoyl-lower alkyi group; a 2,3-dihydroindenyl 
group which may have an oxo group or/and a hydroxyl group as substituent(s); a phenyl-lower alkyi 
group which may have a lower alkoxy group as a substituent on the phenyl ring or may have a 
hydroxyl group as a substituent on the lower alkyi group; a benzoyl group which may have a lower 
alkoxy group as a substituent on the phenyl ring; a phenyl-lower alkenyl group which may have a lower 
alkoxy group as a substituent on the phenyl ring; a piperazinyl-lower alkyi group which may have a 
lower alkyi group on the piperazine ring; or an adamantyl group, or a salt thereof. 

28. The thiazole derivative according to Claim 25, wherein is a phenyl group which may have 1-3 alkoxy 
groups or/and hydroxyl groups, or a salt thereof. 

29. The thiazole derivative according to Claim 26, wherein the heterocyclic residual group is pyrrolidinyl. 
piperidinyl. piperazinyl, morpholino, pyridyl. 1 .2,5.6-tetrahydropyridyl, thienyl, quinolyl. 1-4- 
dihydroquinolyl, benzothiazolyl, pyrazyl, pyrimidyl, pyridazylthienyl, pyrrolyl, carbostyryl, 3,4- 
dihydrocarbostyryl, 1 ,2,3,4-tetrahydroquinolyl, Indolyl, isoindolyl, indolinyl, benzoimidazolyl, benzoox- 
azolyl, imidazolidinyl, isoquinolyl. quinazolidinyl, quinoxalinyl. cinnolinyl, phthalazinyl, carbazolyl. ac- 
rydinyl. chromanyl. isolndollnyl. isochromanyl, pyrazolyl, imidazolyl, pyrazolidinyl, phenothiazinyl, ben- 
zofuryl, 2,3-dihydrobenzo[b]furyl. benzothienyl. phenoxthiinyl, phenoxazinyl, 4H-chromenyl, IH-in- 
dazolyl, phenazinyl, xanthenyl, thianthrenyl, isoindolinyl, 2-imidazolinyl, 2-pyrrolinyl, furyl, oxazolyl, 
isooxazolyl, thiazolyl, isothiazolyl, pyranyl, pyrazolidinyl, 2-pyrazolinyl, quinuclidinyl, 1 ,4-benzoxazinyl, 
3,4-dihydro-2H-1 ,4-benzoxazinyl, 3,4-dihydro-2H-1 ,4-benzothiazinyl, 1 ,4-benzothiazinyl. 1 ,2.3.4- 
tetrahydroquinoxalinyl. 1 ,3-dithia-2,4-dihydronaphthalenyl, phenanthridinyl. 1 .4-dithianaphthalenyl, 




R24 
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dibenzo[b.e]a2epine or 6,11-dihydro-5H-diben2o[b.e]azepine. or a salt thereof. 

" ' ™' 

31. An oxazoie derivative represented by the general formula (Q), 

R2 

(G) 



{wherem RJ and R3. which may be the same or different, each represent a phenyl group which mav 

tt^-lower alkyi group-substituted sllyloxy group, a lower alky! group, a hydroxyl group a lower 
alkenyloxy group, a lower alkylthio group, a phenyl group which may have a group seS f^m The 
group cons.st,ng of a thiazolyl group having, as a substituent on the thiazolyl ring, a phenXo^ wh ch 
may have a lower alkoxy group on the phenyl ring, a carboxyl group and a hydrLyl group a Tower 
alkylsulfnyl group, a lower alkylsulfonyl group, a halogen atom, a nitro group, a gLp of L Tmu a 



R8 
R9 

(wherein A represents a lower alkylene group or a group 

O 
11 

- C -; 



I represents 0 or 1; and R\ which may be the same or different, each represent a hydroqen atom 

orouTas /iri'^' "'r^' alkyl group which may have aXer 

group as a substituent, or a piperidinyl-lower alkyI group, further R* and R3 as well as the ad acen 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or lygen atom mav 
form a five- to s.x-membered saturated or unsaturated heterocyclic group; said fivl to sfx-mlrL^^^ 
heterocyclic group may have a lower alkanoyi group or a lower alkyI group as a subSi^enTl T tower 
alkanoyl group, a lower alkanoyloxy group, an alkoxycarbonyl grSup a ^a^^ grou^ a 
tetrahydropyranyloxy group which may have 1-4 substituents. selected from the group consiSna of a 
^ylZllr"''' ' .^"^°'^y<^^'-b-yl group, a phenyl-lower alkoxy group, a hydroxyfgroup- or lower 
alkanoyloxy group-substituted lower alkyI group and a lower alkanoyloxy group, an amidino grouD a 
hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower aikoxy group a caroxlubSd 
orounh. ' .'T' ' ^ alkoxy-substituted lower alkoxy gC a S^e^Xl 

^ ^ ^"^^"y' ^" aminothiocarbonyloxy group wNch may iate a 

lower alkyl group as a substituent. an aminocarbonylthio group which may have a lower alkyl group as 
a substituent. a lower alkanoyl-substituted lower alkyl group, a carboxy groLp. a group of the formula 



0R21 
OR22 



(R=^ and R^. which may be the same or different, each represent a hydrogen atom or a lower 



alkyl 
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group), a phenyl-lower alkoxycarbonyl group, a cycloalkyl group, a lower alkynyl group, a lower 
alkoxycarbonyl-substituted lower alkyi group, a carboxy-substituted lower alkyi group, a lower 
alkoxycarbonyl-substituted lower alkenyl group, a carboxy-substituted lower alkenyl group, a lower 
alkylsulfonyloxy group which may have a halogen atom, a lower alkoxy-subst'tuted lower alkoxycar- 

5 bonyl group, a lower alkenyl group having halogen atoms and a phenyl-lower alkoxy group; a phenyl 

group having a lower alkylenedioxy group; a 5- to 15-menbered monocyclic, bicyclic or tricyclic 
hetrocyclic residual group having 1 to 2 hetero atoms selected from the group consisting of a nitrogen 
atom, an oxygen atom and a sulfur atom [said heterocyclic residual group may have 1 to 3 substituents 
selected from the group consisting of an oxo group, an alkyi group, a benzoyl group, a lower alkanoyi 

10 group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a lower alkylthio group, a 
group of the formula, 



75 




(A is the same as defined above. R^^ and R^* , which may be the same or different, each represent a 

20 hydrogen atom or a lower alkyi group, further R23 and R^^ as well as the adjacent nitrogen atom being 

bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 
lower alkyi group as a substituent). a cyano group, a lower alkyi group having hydroxy groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyi 

25 group as a substituent]; a lower alkyi group; a lower alkoxycarbonyl-lower alkyi group; a lower 
alkoxycarbonyl group; a carbamoyl-Iower alkyi group; a 2,3-dihydroindenyl group which may have an 
oxo group or/and a hydroxyl group as substituent(s); a phenyl-lower alkyi group which may have a 
lower alkoxy group as a substituent on the phenyl ring or may have a hydroxyl group as a substituent 
on the lower alkyi group; a benzoyl group which may have a lower alkoxy group as a substituent on the 

30 phenyl ring; a phenyl-lower alkenyl group which may have a lower alkoxy group as a substituent on the 
phenyl ring; a piperazinyi-lower alkyi group which may have a lower alkyi group on the piperazine ring; 
or an adamantyl group. R^ may represent, besides the above, a hydrogen atom. R^ represents a 
hydrogen atom, a phenyl group, a halogen atom, a lower alkoxycarbonyl group, a lower alkyi group, an 
amino-lower alkyi group (which may have a lower alkyi group as a substituent), or a dihydrocarbostyryl 

35 group. R2 and R^ may bond to each other to form a group of the formula. 



40 




a group of the formula. 

45 



50 



55 or a group of the formula, 
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5 

a salt thereof. 

32. A thiazole derivative represented by the general formula (H), 

R2H n O 

(H) 



10 



— Tj O 



20 



25 



30 



35 



40 



(Wherein Ri is the same as defined above; R^" and R3h bond to each other to form 



a group 



a group of the formula. 



m 
I 

NH 



or a group of the formula. 




a salt thereof. 

45 

33. 2-(3.4-Dlethoxyphenyl)-4-(3-carboxy-4-hydroxyphenyl)-thia2ole. 

34. 2-(3.4-DiethoxyphenylH-(3-carboxy.4-hydroxy-5-(2-methyl-2-propenyl)phenyl]thiazole. 
50 35. 2-(3.4-DiethoxyphenylH-(3-carboxy-4-hydroxy-5-m©thylphenyl)thlazole. 

36. 2-(3.4-Diethoxyphenyl)-4-(3-carboxy-6-pyrldyl)-thla20le. 
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R2 




(1) 



R3 



Rl 



{wherein and R^. which may be the sanne or different, each represent a phenyl group which may 
have 1 to 5 substituents, on the phenyl ring, selected from the group consisting of an alkoxy group, a 
tri-lower alky! group-substituted silyloxy group, a lower alkyi group, a hydroxyl group, a lower 
alkenyloxy group, a lower alkylthio group, a phenyl group which may have a group selected from the 
group consisting of a thiazolyl group having, as a substituent on the thiazolyl ring, a phenyl group which 
may have a lower alkoxy group on the phenyl ring, a carboxyl group and a hydroxyl group, a lower 
alkylsulfinyl group, a lower alkylsulfonyl group, a halogen atom, a nitro group, a group of the formula. 



^ represents 0 or 1; and R^, which may be the same or different, each represent a hydrogen atom, 
a lower alkyI group, a lower alkanoyi group, an amino-lower alkyI group which may have a lower alkyI 
group as a substituent, or a piperidinyl-lower alkyl group, further R^ and R^ as well as the adjacent 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may 
form a five- to six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkanoyi group or a lower alkyl group as a substituent], a lower 
alkanoyi group, a lower alkanoyloxy group, an alkoxycarbonyl group, a cyano group, a 
tetrahydropyranyloxy group which may have 1-4 substituents, selected from the group consisting of a 
hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower 
alkanoyloxy group-substituted lower alkyl group and a lower alkanoyloxy group, an amidino group, a 
hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower alkoxy group, a carboxy-substltuted 
lower alkoxy group, a mercapto group, a lower alkoxy-substituted lower alkoxy group, a lower alkyl 
group having hydroxyl groups, a lower alkenyl group, an aminothiocarbonyloxy group which may have 
a lower alkyl group as a substituent an aminocarbonylthio group which may have a lower alkyi group 
as a substituent, a lower alkanoyl-substituted lower aikyi group, a carboxy group, a group of the 
formula. 



(R2^ and R^2, which may be the same or different, each represent a hydrogen atom or a lower alkyl 
group), a phenyl-lower alkoxycarbonyl group, a cycloalkyi group, a lower alkynyl group, a lower 
alkoxycarbonyl-substituted lower alkyl group, a carboxy-substituted lower alkyl group, a lower 
alkoxycarbonyl-substituted lower alkenyl group, a carboxy-substituted lower alkenyl group, a lower 
alkylsulfonyloxy group, which may have a halogen atom, a lower alkoxy-substituted lower alkoxycar- 
bonyl group, a lower alkenyl group having halogen atoms and a phenyl-lower alkoxy group; a phenyl 
group having a lower alkylenedioxy group; a 5- to 15-membered monocyclic, bicyclic or tricyclic 




[wherein A represents a lower alkylene gorup or a group 



O 
II 

- C 




O 
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^tom . ^Z^"" "^"'"^ ' *° ^ fro"^ the group consisting of a nitrogen 

K °^f" ^"'^ ^ '"""^ ^""^ f^^'^ heterocyclic residual group may have 1 to S 

substituents selected fron, the group consisting of an oxo group, an alkyi group. T benzoy! g oup a 
lower alkanoyl group, a hydroxyl group, a carboxy group, a lower alkoxycarLyrgroup a lower 
alkylthio group, a group of the formula. ^ ^' 



R23 
R24 



(A IS the same as defined above; R^a and R^*. which may be the same or different each represent a 

SonZ'rT T " ir ^""""P- '"^^^ ^« -<^i— t nitrogen atom be"ng 

bonded thereto, together with or without other nitrogen atom or oxygen atom may form a fivt to s"x^ 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may hie a 
lower alkyl group as a substituent). a cyano group, a lower alkyi group haling hydroxy groups a 
phenylammoth,ocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkvl 
group as a substituent]; a lower alkyl group; a lower alkoxyc^bonyl-lower alkyl group a .owe 
alkoxycarbonyl group; a carbamoyl-lower alkyl group; a 2.3-dihydroindenyl group which may hav^ ^n 
oxo group or/and a hydroxyl group as substituent(s): a phenyl-lower alkyl group whSh may hive a 
lower a koxy group as a substituent on the phenyl ring or may have a hydro^l group as a sub^^Juent 
on the lower alkyl group; a benzoyl group which may have a lower alkoxy group as a Lbstituent on the 
Phenyl nng; a phenyl-lower alkenyl group which may have a lower alkoxy group as a suS t tS on ll 
Phenyl ring; a p.perazinyl-lower alkyl group which may have a lower alkyl group on the pfperitrrina 
or an adamantyl group; R3 may represent, besides the above, a hydrogen^om r/p^^^^^^^^^^ 
hydrogen atom, a phenyl group, a halogen atom, a lower alkoxycarbonyl group, a lower alM group an 

ro^R^L S ^''^ ^ ^---P ^ substituent' or a d^yd ^Sy^l 

group. R2 and may bond to each other to form a group of the formula, caroosiyryi 



a group of the formula, 




NH 
I 

NH 



or a group of the formula. 




X represents a sulfur atom or an oxygen atom), a salt thereof. 
38. The superoxide radical inhibitor according to Claim 37. characterized by containing a thiazole derivative 
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represented by the general formula (A). 




S 



RA 



(A) 



RIA 



COOR3A 



R2A 



(wherein represents a hydrogen atom or a hydroxy I group; R^^ and R^^ each represent a methoxy 
group or an ethoxy group; R^''- represents a hydrogen atom or a lower alkyi group; R"^ is substituted at 
the 4- or 6-posisiton in the phenyl ring; R^^ and R^^ must not be a methoxy group simultaneously), or a 
salt thereof. 

39. The superoxide radical inhibitor according to Claim 37, characterized by containing a thiazole derivative 
represented by the general formula <B). 



{wherein R^^ represents a phenyl group which may have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring; a phenyl group having a lower alkylenedloxy group; a pyridyl group which may have an 
0X0 group; a thienyl group; a carbostyril group; a pyrazyl group; a pyrrolyl group; a quinolyl group 
which may have an oxo group; or a 3.4-dihydrocarbostyryl group. R^^ represents a hydrogen atom. R^^ 
represents a group of the formula. 



[R'*^ represents an alkoxy group: a tri-lower alky I group-substituted silyloxy group; a lower alkyI group; 
a hydroxyl group; a lower alkenyioxy group; a lower alkylthio group; a phenyl group which may have a 
group selected from the group consisting of a thiazolyl group having, as a substituent on the thiazolyl 
ring, a phenyl group which may have a lower alkoxy group on the phenyl ring, a carboxyl group and a 
hydroxyl group; a lower alkylsulfinyl group; a lower alkylsulfonyl group: a halogen atom; a nitro group; a 
group of the formula, 




(B) 




(R")„ 




(wherein A represents a lower alkyiene gorup or a group 
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O 
II 

- C -; 



t represents 0 on ; pa and R3. which may be the same or different, are each a hydrogen atom a 
lower alkyi group, a lower aikanoyl group, an amino-lower alkyi group which may have7 towef^l 
group as a substituent. or a piperidinyHower alkyi group, further R« and R« as Llf i^he ad acen 
nitrogen atom being bonded thereto, together with or without other nitrogen atom oTl^en atom may 
form a ftve- to s,x-membered saturated or unsaturated heterocyclic group; said five- to L-r^eTbrred 

aikanoyl group; a lower alkanoyloxy group; an alkoxycarbonyl group; a cyano orJuo a 
tetrahydropyranyloxy group which may have 1-4 substituents. selected fr^m the group consiSZ'of a 
^Ikl^ ^ 9^°"P' ^ Phenyl-lower alkoxy group, a hydroxy^ group or lower 

alkanoyloxy group-substituted lower alkyi group and a lower alkanoyloxy group; an amidino arouTI 
hydroxysulfonyloxy group; a lower afkoxycarbonyl-substituted lower aLxy group a carCsuSeJ 
orouoh ' " ^""P^ ^ alkoxy-substituted lower Ikox'; gSup?^ lowe 

group having hydroxy groups; a lower alkenyl group; an aminothiocarbonyloxy group whteh may hate a 
rZS^' TT " aminocarbonylthio group which may have a lowe alky'group aS 

a substituent; a lower alkanoyl-substituted lower alkyi group; a carboxy group; a group of the forula 



-P< 
II \ 



0R21 



" ^ OR22 
0 



and R22 which may be the same or different, each represent a hydrogen atom or a lower alkvl 
group): a phenyl-lower alkoxycarbonyl group; a cycloalkyl group; a IoJ2 alkS groui a lowe 
alkoxycarbonyl-substituted lower alkyi group; a carboxy-substituted lower alkyf gw' a owe 
alkSfotr '''^ " carboxy-substituted lower alkenyl ^up: a owe 

alkylsulfonyloxy group which may have a halogen atom; a lower alkoxy-substituted lower alkoxyca! 
bonyl group; a lower alkenyl group having halogen atoms; and a phenyl-lower alkoxy aroun m 
represents 0. 1 or 2.]; or. a phenyl group having 1-3 substituents. on the phe^y I rrng jSeS^d fZ the 
group consisting of a lower alkanoyloxy group, a hydroxysulfonyloxy group, a cyano grouTan S^o 
wS '1""^ 'T/ ^ alkylsulfonyl g'roup, a tetrahydropZy'xrC^ 

which may have 1-4 substituents. selected from the group consisting of a hydroxyl group I bwer 
alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower Xnovtoxv a ouo 
substituted lower alkyi group and a lower alkanoyloxy group, a'thfanolyl grorwhiS may Ze' 
substituent on the thiazolyl ring, a phenyl group which may have a lower alkoxy group the phenvl 
ofThe'f^rmT' ' ' ^^^^^ "^-'"^ hydroxy' gr u^anTa gS 



II \ 



0R21 



^ OR22 



inir^rJ ^^""^ ^ 9''°"P ^^^^i"9 a lower alkylenedioxy group- a 

low" alS Zo- 'a -V'^-'^-Vl-lower alky, group; a lower alkoxycarbonyl group; a carbamoyl! 

lowe alky group, a 2.3-dihydroindenyl group which may have an oxo group or/and a hydroxyl group as 
subst, uent(s); a phenyl-lower alkyi group which may have a lower alkoxy group as a subsZent on the 
phenyl nng or may have a hydroxyl ring as a substituent on the lowe; alkyi grLp; a Snzo^ ^ 

S Tav have V " ' °" -^^^"y' ""9= ^ PhenyHower a.kSyl g oup 

which may have a lower alkoxy group as a substituent on the phenyl ring; a piperazinyHower alkyi 
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group which may have a lower alkyi group as a substituent on the piperazinyl ring; or an adamantyl 
group. When at least one of R^^s represents a carboxyl group, a lower alkoxycarbonyl group- 
substituted lower alkyI group or a carboxy-substituted lower alkyI group, then m represents 2}, or a salt 
thereof. ~ 



40. The superoxide radical inhibitor according to Claim 37, characterized by containing a thiazole derivative 
represented by the general formula (C), 




[wherein R^^ represents a phenyl group which may have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring; R^^ represents a hydrogen atom; R^^ represents a group of the formula, 




(R5C)„ 



(wherein R**^ represents a hydrogen atom, a lower alkyI group, a phenyl-lower alkyI group or a lower 
alkoxy-substituted lower alky! group; R^^ represents an amino group, a lower alkoxy group-substituted 
lower alkyI group, an alkyI group, a nitro group, a lower alkenyl group, a lower alkanoyi group, a lower 
alkenyl group having halogen atoms, a phenyl-lower alkoxy group, a halogen atom or a hydroxyl group- 
substituted lower alkyI group; n represents 2)], or a salt thereof. 

41- The superoxide radical inhibitor according to Claim 37. characterized by containing a thiazole derivative 
represented by the general formula (D). 




[wherein R^° represents a phenyl group which may have 1-3 lower alkoxy groups as substituent(s) on 
the phenyl ring; R^^ represents a hydrogen atom; R^° represents a group of the formula. 




R5D 



(wherein R'*^ represents a hydrogen atom or a lower alkyI group; R^ represents an amino group, a 
lower alkoxycarbonyl-lower alkoxy group, a nitro group, a lower alkenyloxy group, a lower alkoxy- 
substituted lower alkoxy group, a mercapto group, a lower alkanoyloxy group, an aminocarbonylthio 
group which may have a lower alkyI group as a substituent, an aminothiocarbonyloxy group which may 
have a lower alkyl group as a substituent, a carboxy-substituted lower alkoxy group or a lower 
alkylsulfonyloxy group which may have a halogen atom)], or a salt thereof. 
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R2E 
R3E 



(E) 

Rl 



(wherein R^. which may be the same or different, represents a phenyl group which may have 1 to 5 



[wherein A represents a lower alkyiene gorup or a group 



R8 

^ R9 



O 

II 

- C -; 



tet^hyd opyranyloxy group which nr,ay have 1-4 substituents. selected from the group consistino o, ! 
aTano'ln"''"'' " .^'^°'^^"^'^"V- group, a phenyl-lower alkoxy group a hydrx^f gTur^lolr 
hvdrn?r» S^^^P-^^'^^l't"^^^ '°-er alkyi group and a lower alkanoWoxy group an amiSo qToun a 
hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower alkoxy group a caro^-suStuted 
orounhL ' k'T' ' ^'""'^^ ^ alkoxy-substituted lower aZy g?o?p a w ^^^^ 

?oZr.r'i ' ' ^T'- ' ^" a-'inothiocarbonyloxy grLp wNch maTiave J 

a Ib^ t^lf °.T " r'^^'-'r"'- ^--oc^^bonyithio group which may have a lower amrgroup^^^ 
a substituent, a lower alkanovl-substituied low^r aiuwi r.r«..« „ / _ _ 1 9'^°"^ 



II ^ 



II 

o 



0R21 
OR22 
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alkylsulfonyloxy group which may have a halogen atom, a lower alkoxy-substituted lower alkoxycar- 
bony) group, a lower alkenyl group having halogen atoms and a phenyl-lower alkoxy group; a phenyl 
group having a lower alkylenedioxy group; a 5- to 15-membered monocyclic, bicyclic or tricyclic 
hetrocyclic residual group having 1 to 2 hetero atoms selected from the group consisting of a nitrogen 
6 atom, an oxygen atom and a sulfur atom [said heterocyclic residual group may have 1 to 3 substltuents 

selected from the group consisting of an oxo group, an alkyi group, a benzoyl group, a lower alkanoyi 
group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a lower alkylthio group, a 
group of the formula, 




75 

(A is the same as defined above. R^^ and R^* , which may be the same or different, each represent a 
hydrogen atom or a lower alky I group, further R23 and R^* as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form a five- to six- 
membered saturated heterocyclic group; said five- to six-membered heterocyclic group may have a 

20 lower alkyI group as a substituent). a cyano group, a lower alkyI group having hydroxy groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group which may have a lower alkyI 
group as a substituent]; a lower alkyI group; a lower alkoxycarbonyl-lower alkyI group; a lower 
alkoxycarbonyl group; a carbamoyl-lower alkyI group; a 2,3-dihydroindenyl group which may have an 
oxo group or/and a hydroxyl group as substituent(s); a phenyl-lower alkyI group which may have a 

25 lower alkoxy group as a substituent on the phenyl ring or may have a hydroxyl group as a substituent 
on the lower alkyI group; a benzoyl group which may have a lower alkoxy group as a substituent on the 
phenyl ring; a phenyl-lower alkenyl group which may have a lower alkoxy group as a substituent on the 
phenyl ring; a piperazinyl-lower alkyI group which may have a lower alkyI group on the piperazlne ring; 
or an adamantyl group: R^^ represents a hydrogen atom; R^^ represents a 5- to 15-membered 

30 monocyclic, bicyclic or tricyclic heterocyclic residual group having 1 to 2 hetero atoms selected from 
the group consisting of a nitrogen atoms an oxygen atom and a sulfur atom [said heterocyclic residual 
group may have 1 to 3 substltuents selected from the group consisting of an oxo group, an alkyI group, 
a benzoyl group, a lower alkanoyi group, a hydroxy! group, a carboxy group, a lower alkoxycarbonyl 
group, a lower alkylthio group, a group of the formula, 

35 

R23 
R24 

40 

(A Is the same as defined above; R^^ and R^* , which may be the same or different, each represent a , 
hydrogen atom or a lower alkyI group, further R^^ and R^"^, as well as the adjacent nitrogen atom being 
bonded thereto, together with or without other nitrogen atom or oxygen atom may form five- or six- 
45 membered saturated heterocyclic group; said five- or six-membered heterocyclic group may have a 
lower alkyI group as a substituent), a cyano group, a lower alkyI group having hydroxy groups, a 
phenylaminothiocarbonyl group and an amino-lower alkoxycartx)nyl group which may have a lower alkyI 
group as a substituent]}, or a salt thereof. 

50 43. The superoxide radical inhibitor according to Claim 37, characterized by containing a thiazole derivative 
represented by the general formula (F), 



-A-N- 





323 



EP 0 513 387 Al 



{wherein W. which may be the same or different, represerrts a phenyl group which mav have i to s 
substituents. on the phenyl ring, selected from the group consisting of an aZy g oup Ttri-rcl^e aTkvl 

ower alkylthio group, a phenyl group which may have a group selected from the group consi^no o a 
ry'grrron ^Tohf ? ^"'^^'""-^ ^ ^'"9- « P^eny. group whicHrhave a W 

towra^kZlfon,^ L"^ ^^^^^ ^ ^"'^ ^ ^ alkylsulfinyl group, a 

lower alkylsulfonyl group, a halogen atom, a nitro group, a group of the formula, y 8 P. a 

R9 

[wherein A represents a lower alkylene group or a group of the formula, 

O 
II 

- C -; 

t represents 0 or i: Rs and R^ which may be the same or different, each represent a hydrogen atom 
a lower alkyi group, a lower a.kanoyi group, an amino-lower alkyi group which ma/have a lowerIZi 
niZ/' r '"k'""""' °' " P'P«"<^-V'-'°-er alkyi group, further % and R3 as we , as the ad acen 
mtrogen atom be.ng bonded thereto, together with or without other nitrogen atom or ox^en atoo^^Sl 
form a five- or s.>-membered saturated or unsaturated heterocyclic group; said five- to sfx-r^^SS 

^:ZTarZ'''r7a "r !J°"'; °' ^ ^r'up as a substrtuenTT?o,^r 

ZTh J ^ alkanoyloxy group, an alkoxycarbonyl group, a cyano orouo a 

tetrahydropyranyloxy group which may have 1-4 substftuents. selected from the group consiSno of a 
hydroxy group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydr3 grout or lower 
alkanoyloxy group-subst.tuted lower alkyi group and a lower alkanoyLy grourLn am^^no oro ?n « 
11:°'^"°""°"' ^ alkoxycarbonyl-substituted lower IZ 9^'. Toa^ySSLd 

orouo "nn ' '"^^'^^'^ ' alkoxy-substituted lower alkox^ gSup a 'owe aty' 

fn^^I^r,^ ^ ""^""y' aminothiocarbonyloxy group w£ch rZ hate a 

a Lh«^ t ' ' ^" aminocarbonylthio group which may have a lower alM group as 

a subst.tuen.. a lower alkanoyl-substituted lower alkyi group, a carboxy group, a group of the formula 



-P< 

II \ 



OR21 
OR22 



im„nT K 1? ""^^ ^^""^ °' represent a hydrogen atom or a lower alkvl 

group), a phenyl-lower alkoxycarbonyl group, a cycloalkyi group, a low^ alkynyl group a lol^ 
alkoxycarbonyl-substituted lower alkyi group, a carboxy-substituted lower alkyf grup a owe 
iSif ."^ """"y' ^ carboxy-substituted lower alkenyl ^group a owe 

alkylsulfonyloxy group which may have a halogen atom, a lower alkoxy-substituted lower alkoxyca^ 
bonyl group, a lower alkenyl group having halogen atoms and a phenyl-lower alkoxy ^oup a Phenv, 

hlZvnrr' 9^0"P' a 5- to 15-membered monocyclic. bicySrc or trS 

hetracychc residual group having 1 to 2 hetero atoms selected from the group consist^ of I Sen 

suh^-t.^\°'T" °' '"""^ ''""^^ f^^'^ heterocyclic residual group may hive TS 

owe?'"arkarvfrrol °* ^roup. an alkyi gLp'a bLoyTgroup. a 

Iryl^TrpU^gTup^fr^^^^^ ^ ^ ^-^---^-V. group, ^a lolr 
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-(A)f 



R23 
R24 



(A and t are the same as defined above; R^^ and R^*, which may be the same or different, each 
represent a hydrogen atom or a lower alkyi group, further R^^ and R^'^ as well as the adjacent nitrogen 
atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a 

10 five- to six-membered saturated or unsaturated heterocyclic group. Said five- to six-membered 
heterocyclic group may have a lower alky! group as a substituent), a cyano group, a lower alkyI group 
having hydroxy groups, a phenylaminothiocarbonyl group and an amino-Iower alkoxycarbonyl group 
which may have a lower alkyI group as a substituent]; a lower alkyI group; a lower alkoxycarbonyl-lower 
alkyI group; a lower alkoxycarbonyl group; a carbamoyl-lower alkyI group; a 2,3-dihydroindenyl group 

75 which may have an oxo group or/and a hydroxy I group as substituent(s); a phenyl-lower alky I group 

which may have a lower alkoxy group as a substituent on the phenyl ring or may have a hydroxyl 
group as a substituent on the lower alkyI group; a benzoyl group which may have a lower alkoxy group 
as a substituent on the phenyl ring; a phenyl-lower alkenyl group which may have a lower alkoxy group 
as a substituent on the phenyl ring; a piperazinyl-fower aJkyl group which may have a lower alkyl group 

20 on the piperazine ring; or an adamantyl group; R^*" represents a hydrogen atom; R^*" represents a group 
of the formula. 



25 




30 



(wherein A, i and m are the same as defined above; R^^ and R^*", which may be the same or different, 
each represent a lower alkanoyi group, an amino-lower alky! group which may have a lower alkyl group 
as a substituent. or a piperidinyl-lower alkyl group; further R^*^ and R^*^ as well as the adjacent nitrogen 
35 atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a 
five- to six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkanoyi group or a lower alkyl group as a substituent); R^*" is the 
same as the above-mentioned R^^ other than a hydroxyl group)}, or a salt thereof. 



40 44. The superoxide radical inhibitor according to Claim 37, wherein X is a sulfur atom. 

45. The superoxide radical inhibitor according to Claim 37, wherein X is an oxygen atom. 

46. The superoxide radical inhibitor according to Claim 44, wherein R^ is a hydrogen atom. 

45 

47. The superoxide radical inhibitor according to Claim 44, wherein R^ is a phenyl group, a halogen atom, a 
lower alkoxycarbonyl group, a lower alkyl group, an amino-lower alkyl group which may have a lower 
alkyl group as a substituent, or a dihydrocarbostyryl group. 

50 4a The superoxide radical inhibitor according to Claim 44, wherein and R^ bond to each other to form a 
group of the formula, 



55 




a group of the formula, 
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70 



»5 




m 

I 

NH 



or a group of the formula, 




" ?phr;S:r'"' -•^--t^-ed by comaming 2-(3.4-diethoxypheny.)-4.(3-carboxy-4-hydrox- 

50. A superoxide radical inhibitor characterized by containing 2-(3.4-diethoxyphenyl)-4-r3-carboxv 4- 
hydroxy-5-(2-methyl-2-propenyl)phenylIthiazole einoxypnenyi) 4 [3 carboxy-4- 

ss 

^ydZr^^thXr^^^^^ '^"^^ 2-(3.4-diethoxyphenyl)-4-(3-carboxy-4- 
» ?yriXlSote. ^^^-'^--'^ by containing 2-(3.4.diethoxyphenylH-(2-carboxy-6- 
53. A process for producing an azole derivative represented by the general formula (1). 



35 



40 



4S 



R2 



(1) 



ZZ T, K r • ""^y ^® ^''^ "^"'^ °^ represent a phenyl group which may 

^Mowl i? ""9. selected from the group consisting of an Toxy group a 

trHower alkyi group-substtuted silyloxy group, a lower alky! group, a hydroxy! a oud a lowe^ 
a kenyloxy group, a lower alkylthio group, a phenyl group which may Save a gmup seteZ from The 
group cons,stmg of a thiazolyl group having, as a substituent on the thiazolyl ring a pheXrouD whS 
may have a lower alkoxy group on the phenyl ring, a carboxyl group and rh^droxyTlura 7ov^^^^^ 
alkylsulfmy. group, a lower alkylsu«onyl group, a halogen atom, a nitro group, a gC o the o;mu a 



50 

-(A)f-N 

^ R9 

S5 [Wherein A represents a lower alkylene gorup or a group 
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O 

II 

- C 

5 

Jt represents 0 or 1; and R^. which may be the same or different, each represent a hydrogen atom, 
a lower alkyi group, a lower alkanoyi group, an amino-lower alkyi group which may have a lower alkyi 
group as a substituent, or a piperldinyl-lower alkyl group, further and R^ as well as the adjacent 
nitrogen atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may 

10 form a five- to six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkanoyi group or a lower alkyl group as a substituent], a lower 
alkanoyi group, a lower alkanoyloxy group, an alkoxycarbonyl group, a cyano group, a 
tetrahydropyranyloxy group which may have 1-4 substituents, selected from the group consisting of a 
hydroxyl group, a lower alkoxycarbonyl group, a phenyl-lower alkoxy group, a hydroxyl group- or lower 

75 alkanoyloxy group-substituted lower alkyl group and a lower alkanoyloxy group, an amidino group, a 

hydroxysulfonyloxy group, a lower alkoxycarbonyl-substituted lower alkoxy group, a carboxy-substituted 
lower alkoxy group, a mercapto group, a lower alkoxy-substituted lower alkoxy group, a lower alkyl 
group having hydroxy groups, a lower alkenyl group, an aminothiocarbonyloxy group which may have a 
lower alkyl group as a substituent, an aminocarbonylthio group which may have a lower alkyl group as 

20 a substituent, a lower alkanoyl-substituted lower alkyl group, a carboxy group, a group of the formula. 



25 



0R21 
0R22 



(R2^ and R^, which may be the same or different, each represent a hydrogen atom or a lower alkyl 
group), a phenyl-lower alkoxycarbonyl group, a cycloalkyi group, a lower alkynyl group, a lower 

30 alkoxycarbonyl-substituted lower alkyl group, a carboxy-substituted lower alkyl group, a lower 

alkoxycarbonyl-substituted lower alkenyl group, a carboxy-substituted lower alkenyl group, a lower 
alkylsulfonyloxy group which may have a halogen atom, a lower alkoxy-substituted lower alkoxycar- 
bonyl group, a lower alkenyl group having halogen atoms and a phenyl-lower alkoxy group; a phenyl 
group having a lower alkylenedioxy group; a 5- to 15-membered monocyclic, bicycllc or tricyclic 

35 hetrocyclic residual group having 1 to 2 hetero atoms selected from the group consisting of a nitrogen 
atom, an oxygen atom and a sulfur atom [said heterocyclic residual group may have 1 to 3 substituents 
selected from the group consisting of an oxo group, an alkyl group, a benzoyl group, a lower alkanoyi 
group, a hydroxyl group, a carboxy group, a lower alkoxycarbonyl group, a lower alkylthio group, a 
group of the formula, 

40 

R23 
R24 

45 

(A and i are the same as defined above; R^^ and R^*, which may be the same or different, each 
represent a hydrogen atom or a lower alkyl group, further R^^ and R^* as well as the adjacent nitrogen 
atom being bonded thereto, together with or without other nitrogen atom or oxygen atom may form a 

50 five- or six-membered saturated or unsaturated heterocyclic group; said five- to six-membered 
heterocyclic group may have a lower alkyl group as a substituent.). a cyano group, a lower alkyl group 
having hydroxy groups, a phenylaminothiocarbonyl group and an amino-lower alkoxycarbonyl group 
which may have a lower alkyl group as a substituent]; a lower alkyl group; a lower alkoxycarbonyl-lower 
alky! group; a lower alkoxycarbonyl group; a carbamoyl-lower alkyl group; a 2,3-dihydroindenyl group 

55 which may have an oxo group or/and a hydroxyl group as substituent(s); a phenyl-lower alkyl group 

which may have a lower alkoxy group as a substituent on the phenyl ring or may have a hydroxyl 
group as a substituent on the lower alkyl group; a benzoyl group which may have a lower alkoxy group 
as a substituent on the phenyl ring; a phenyl-lower alkenyl group which may have a lower alkoxy group 



-(A)e 
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nn th! ^lol ^ ""9= ^ PiPerazinyl-lower alkyi group which may have a lower alkyi qrouo 

S 2nr^^ t K ^" "''"^^'y' -"^y besides the above, a hydrS a om 

aTkvTZ n ' ' T" " '''^"y' ^ ^ '^-er alkoxycarbCl gr3a W 

alkyi group an ammo-lower alkyi group (which may have a lower alkyi group as a substZnO o7a 
d,hydrocarbostyryl group; and R3 may bond to each other to form a group o?t^e Lr^uS ^' 




a group of the formula. 




NH 
I 

NH 



or a group of the formula. 




R2 

- c - CH - y 



(2) 

6 



NH2 

V 



X 



(wherein Ri and X are the same as defined above) in an appropriate solvent with heating. 
A process for producing an oxazole derivative represented by the general formula (la). 
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(la) 



(wherein R\ and are the same as defined above) or a salt thereof, which process comprises 
reacting a compound represented by the general formula (2), 

R2 

I 

R3 - C - CH - y (2) 
II 

o 



(wherein R^, R3 and Y are the same as above) with a compound represented by the genera! formula 
(4), 

R1-COOH (4) 

(wherein R^ is the same as defined above) in an appropriate solvent in the presence of a basic 
compound to produce a compound represented by the general formula (5). 



R2 




(wherein R\ R^ and R^ are the same as above) and then reacting the compound (5). with heating, in an 
appropriate solvent in the presence of an ammonia water or an ammonium salt. 

55. A process for producing a thiazole derivative represented by the general formula (1 b), 




(lb) 



(wherein R', and R^ are the same as defined above) or a salt thereof, which process comprises 
reacting a compound represented by the general formula (6), 

R3 

I 

R3 - C - CH - NH2 (6) 
II 
O 



(wherein R2 and are the same as defined above) with a compound represented by the general 
formula (4), 
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R'-COOH (4) 

^herein Ri is the same as defined above) to produce a compound represented by the general formula 

R3 
I 

R2 ^ CH - NH 



(7) 
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